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(54) Title: MELANIN CONCENTRATING HORMONE ANTAGONISTS 
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(57) Abstract: Melanin concentrating hormone antago- 
- -..^ nists containing compounds of the general formula (I) or 

^ y salts thereof are useful as preventive or therapeutic drugs 

/^f — X Ar Y /i\ for obesity and so on wherein AH is an optionally sub- 

2 /' ^ ^ stituted cyclic group; X and Y are each independently a 

I \ P spacer having a Ci^ main chain; Ar is an optionally sub- 

^ ; '..^ / J stituted fused polycyclic aromatic ring; R' and R^ are each 

*. ' *" independently hydrogen or an optionally substituted hy- 

00 drocarbon group, or alternatively R' and R^ together with 

' ' " ' the nitrogen atom adjacent thereto may form a nitrogenous 

hctcrocyclc, or R^ together with the nitrogen atom adjacent 
thereto and Y may form an optionally substituted nitrogenous heterocycle, or R^ together with the nitrogen atom adjacent thereto. 
Y. and Ar may form a fused ring. 
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(57) iEW: 



Ar'— X— Ar — Y— N(; /.x 



Y i: 1 1) tcB^SSrW UTViT ck Vi-^^^^S^^^J^fiSc LT ViT fe<k < , R 
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m m m 

10 m'kffm\t}ih^^ib. ^r^o^mzii-DX. iRi<^t<Dtii^t<s:^>n^'v 

mm\zf3i^'D'D^^, mmn-^<^izm^m. mskm. mmm<mua<D±m 
15 m\zmm<D'km^^^^^t\zi:r). mm0k'^mm&^ft^'t:it%jK<m 

20 . m^\zm^^nx^K>. 4'*Btt:fe^»J^.i:bT«V>»>H-;Kmazindol) 
$!l^©W^7&t3is6^nTVi^. ;5:j&>'T?'fo^7n>^^3h;l/^> (OAT. MCH 

iE^^'i77><i:lt^T, ^fimt^mmzw>\^s ii^-o 

#:afeMVi^i:7&^$g'S-$nTVi^ [^>-r9^^— (Nature) , 396 670 

1998 . z.riib<oz.ii-ti^<b. mLi^^mM-c^ti^-^^nit-km^mm^^ 
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#^^^^5^ KMIb'&ife^^ e>nTVi;^Vi. 



AWi^ -X-Ar (iC^'. #S5^«*JtBa:(^lc«^£^-r) T^$n^«<^ 
^^(DmzmmM^ $ & v^t J; 4 U S M^^^To i^tfe'L., 

20 ^rz.\t.7-mzmm-r^, ] T^$ns<b'&'^*fe«^©j^j&^iBm$nTVi 



2) W095/32967 5HT1D T>iS'::f:^X h^iS&^b, 




Y— N 




5 
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15 [^4'> Ar ^a:7i-;P;^^^& ; X«-0-*fcf*-S-^ ; YJIC R 5R^- 
- (C1-C6) T;WI^S ; R ^^cfcC)^R ''teMUT- (C1-C6) 

4) EP533266 ICJi, 5HT1D T ^tJ' :ft«Sc^li^£OQfe 
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— N N— r'^ 



5) DE2502588 /JnJS1IE;*:3^J5: t*03Jc#*^»i#Sn€>> ^ 




C^^tfi, R'jt, tJc^, Me, Et NR'R'fi, NHj, NHMe tS: 

O— ISTS^, NEt„ NBu,r«j:<i:CDz:j^T5 >> pyrrol idinyl, piperidinyl, 

10 morpholinyl 75:t'©mjyiT5><£; R*:feJ;afR'«> 7jc^. \ie ts.E<Dmkr )V 
4^;K OMe fd;<H(7)ig®^T;i'n^->, Any>^; R««, tK^, Me, Et ;^j:<5f ©ffi 
i^T;i'^;p<£:; R'«> H, Me. Et 75;^<7)«T;WK COR" (R««T;m^v, 
TU-;P^=^->> NR'R'" > (NR'R'H*, NHj. NHMe /j:<i:<DMm$ni:T t) 
— ii^T^>'> NEtj, NBUj?^<H09z:^T5 pyrrol idinyl. piperidinyl. 

15 morphol inyl f^EOW^r S ») <lr; A -CH,-, -ZEj:YLcn.E<Dr )\^^)Vm. 

6) :J-;i/ 'Jr5;i!j;i/y-tf->r X-x^ — (J. Chem. Soc)> 4678 

(1962), ^T^PU-'f ;j7iJ^;/^^5;^ bU-(J. 

Heterocycl. Chem). 24, 345 (1987) tctt, H^telrEf^^Sr^TS, ^ 
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5 ^f3L^y=:- >mm^)v=E M^*«^Ms nx s . 

Ar Y— NC ; 

10 "* ■ 

15 1) ^ 

Ar^— X— Ar — Y— (,) 
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6 

Y t i t;:sms ^ W bX T ck V i-^Smig^M 5r J^fig b T ViT % i < . R 

Yiiiih\zm^M'&^Lx\^>xh^\^^^Mmmmm^^^ir^m$Bi).'Bm 

(DM ; 
5) ^ 

Ar'— X— Ar — Y— NC (i') 



20 [iC^'^ Ar ittBg|»?&WbTViTfeJ:Vi^JbiSi£ ; 

XM^C0NR8, NR8C0 (R»«7K^M^> AnyMti^nxViT'b.fcVi C 

Mb^nTViTfej;^^ c i_6 7;i/=^^;i^x;i^3is-;i/^^t")>oco S7t«C00 S:; 
Ytt^0I<DM^i^ 1 /cCVi b 6 <Z)X^-1t-?lr ; 
26 Ar«mma&WUTViT'b<fcVi$S-&#3S^5^*^<& : 
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Y 1 1 1) tfimS bX ViT ck Vi-^^mffif^SI* J^fifc b T V> T i; < , R 

R =^75^1^1— S;^cttS;5:-p TtR^M^ S7t UTliT feck 

20 ^ ; 

7) Ar ^X^$ns^J|^Sd«^«i^»Xib5MiB5) fB«<^Yk;'&#? ; 

25 -a^ ; 

9) Ar^;e>?, APy>lI^. APy>ft;$nTViTfeJ;Vi C i_gT;Wl'*5J: 
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10) Ar^*«, «m»<£WbTViT%«fcViCe-i47U-;i'-C«m$tlTViT 
'ba:Vilf^»J>^— ;p"r*SHffBB5) fSMoit'a^: 

11) x^*t CONH COO T^^HaiB 5 ) t&mo^t^m : 

1 2 ) Ar i^^^n^m^^m^^mmtimmWi 9 l 1 4 (^fii^#^5S:5f 
1 4) Ar u >t.rci,ti-y^u>X'&^m 

IBS) |3«&cD<b^i^ : 

10 15) X^d^CONRS^fe^NR^CO (R««7X^Iif^. ADyMt^nT^^Tfe' 

;k ADy>'fb^nTViT'bJ:Vi c i_6T-;w^>'Px;W3i^r.;i/?&*-r) Tf35 0. 

16) YT?^^ns3£^oM^s^i7a:v>L6o;^'^— -o-, -s-> 
15 -CO-. -SO-, -SO 2-, -NR"- (R^itTicmm^. ;\Dy>>fb$nTVi 

20 17) yj&u i_3 7';u^i^>T35'5t&is5) mmo^h-^!^: 

1 8) R^tR2t;&«IP!|«-r'5^^i^^tfeJC@ifeSS:#LTViT'bJ;Vi-t^ 
3^^^^S:mt--5MIB4) t&MO^t"^^ i 

1 9) ^^mm^mi!)^'ej\^^0>> t!^U>»>, tf^^v'X tfoU>^>. 
l,Z-^rWi^>. IH— Y^yy-;^ 4,5->?hHD-lH-'f 

25. 2,3->?t HD-r>H-;K 1.2.3.4— rh^tHn=^^>'U>*fcJ^l,2,3,4 
-T^h^k Kp-1' V^/ U>-ea5^MI3l 8) fBtt^-fb-^^ : 

2 0) HGIB5) ia«cQ'fb-&%^fefS^cDit^-g-WbT;^j:'5iS»m^!e'^ ; 
2 1) Mi2 5) IH«^(^'ffc;-g-%©:/p ; 

2 2 ) 4' -t^ D D -N- [6- [ (N, N->?pt 5^;UT 5 / ) -l-f-y^M [1 , 1' - 



wo 01/82925 



9 



PCT/JPOl/03614 



4' -^7 □ o -N- [6- (1 - k! a U -JziJV:^ ^)V) -2--^ y [l , T - 1* :7 31 - 

4' - 7 □ -N- [2- (1 - 1! a U S^:=i;i^ ;^ ^; W -6-=^^ n jl/] [1 , r - If 7 X - 

5 ;P]-4-;i7;i'#^l^-5 H : 

4' -7 ^W^t D -N- [2- (1 - tf ^ U v':::;!/ ^ -6-^ y U Cn; W [1 . 1' - 1* :7 

;W-4-:^3;i/3i^=¥-y-5 H : 

4' a 0-N-[2-[(2-^9^Jl'-4. 5->?b h*D-lH— T S i5^y-;i/-l-r ;U) 

;u]-6-:^y ij-ji,] [i.r-tf:7xn;w-4-;^3;i'X}^^-iJ-5 K : 

10 4' -t^ D D -N- [2- [ (2, 2, 6, 6-7^ h ^ ^ '^JV-l - tf ^ U i^-J W W -6-^ / 
Ur:;H [l.l*-tf:7x:r:;W-4-*;W:^^1J-5 h* : 
A-(i-^uuy x:n;i.) -n- [2- (l- if a U -6-:^ y >J -l- tf 

N-[2-a-fc!P'J>'r. ;i/^5^;W)-6-=^ry U:n;W [i, r-b*:7xr:;i/]-4-*;i/j}^ 
15 =^1^-^ K : 

6- (4- ^ :7 W -N- [2- (1 - tf D u >^n;i/ ^ -6-^ / U - n 5^ 
4_ (4_ ^ ^1 :7 - ;u) -N- [6- (I - tr P u >^n;p -2-:^ :7 - 1 - fcf 
20 6-(4-/ hi^r>/7a::n;^)-N-[6-(l-fc^D'J>»:r;^^5^;^)-2-:^75^;^]~:□9^ 
6- (4-/ X -N- [6- <i- tr D 'J -2-:^75^;W — n 5^ > 

2 3) ^: Ar'-H (XII) 
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L— X— Ar— Y— nC (XIII) 

{ \ V-"' 



2 7) ^ a) i^m-^n^^t^^^rz.\t^<Dm<D^^^m^m%W}mzn^-r^ 
2 8) ^9->mM^)i^'^>\zmm'r^mm<D'^W3 • mmM^mm-t^rcib 
2 9) mmm(DiFm ' mmm^mmr^r^iibcD. ^ en T^^ns-rt-^tis 
m\zm-r^. 
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^/-;k. -ry^4^-y-v^-;i'> tfu>^x tr^i^x tfU5>? 

trU^i^Vs l,2.4-:t^r1i-i^7y-;k 1. 3, 4-:^^iJ-v^Ty-;k 1,2,4 

10 2-,3-S3fctt4-k!Ue^JK 2-Sfc«3-7'J;i/, 2-. 4- 5-5^TV^ 
>j;k 2-.4-*fc«5-:t=^^lJ-VU;K l-3-*fc«'4- tf^VU^K 2-t! 

2-, 4-*:fe(i5-tfU5i^r:;K i-,2-Sfc«3-tfaU;K i 
u;k 3— i*y:t^-!^\/'j;i/, i.2,4-:t=^^'y->?7i/~;w-5— f;K 1.2.4- 

b < 2 3 J^mm*^ ^^M<D 1 {SOTK^H-^^^ViTT^ 

20 M rifii-&#^^5^#i^;gt'ft;7jcmj i: bTtt, ^aj^tar, ^^|gc 9 b 14 o 

26 ~4iil)<£^tf 9 ?'j;Vib 14 fi> $f^b<«9 *fettlO*©«i§-&#5S^^#i^ 

5:5^y-;K ^>X:t^ity-;k ^>i/5^TV-;k ^yx<vJ-y^J~ 
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"12. 

;k :^7^[2.3-b]5^:t7x>, ^y^^yu>, ^yv>. 4>\^-)V. ^ 
y^D-v>s yaii->h^)z^>. 7xy9^T>^>. 7xy=^ife^>, yd^^ 
•J>. -ry^^Vi^y. ^-T'/^jy. '>>/'J>. :^;1'A*V-;k 
U>, T^^Ui^X 7x±e^X 7iS^;W'f5H, ^:t^-^>v->i3:affim\f 

5 

-. %-^rz.\t 8-=^^/ 'J;!' : 1 3-,4-, 5-, 6-.7-^feti S-^ V^/ U 
;W ; 1 -. 2-, 3-, 4-, 5-. 7— r > H U ;W ; 1 2-. 4-^fc« 5- 
■l* V > H U ;W ; 1 -, 5 - SfcJi 6 - 7 iS' 5 v*:::;!/ ; 2 - , 3 - ^fc« 5 - y ^ 
10 +J-Unjl.;2-.3-.4-.5-^fctt6-^>\/7^:i;i/; 2-,4-,5-*;t(3:6 

fe^#^*-8r#:i: bT«, ^aj^tf. 6 J^cCVi U 1 4 <^m^^*fe««g 

4i-yy-;K -YV^r^tJ-y-M 1.2.4-;r^^^it5^7\/-;P. 1.3,4-:*-^ii- 

-:?yy-;K i.2.4-9^T5^7y->»w i.3,4-^Tv'Ty-;k =^-yux 

r^*^5^Si^Sj ©:ir#:^Ji:UT«. 2-.3-*fe«4-f7x-'j;i':3 
- (l-:h75^;i') -1. 2, ^-^^^'JTV-)V-^-^ )V ; 3- (2-:h7^;W - 
\,2,^-:^^^VrV-))/-l-^)V:Z-0.-^>'Jy^-)V)-\,lA-^^ 
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(3 - > h* u ;w - 1 , v^-;i'- s—r ;i/ ; 3- (2— r > H u ;w 

-1, 2,4-:t^lJ->?TV^-;U-5-'r;U : 4-r7xZi;W5^7\/-;i'-2-<;i' : 4 

+l-^/-;i/-2— < Jl/ ; 4- ; 4- (3-^x:i;W 7xn 

;i/ ; 3- (3- fcf U >';l') y xzi;i/ ; 4 - (3 - tf u 7x::i;i^ ; 6 - 7xn;^- 
3-hfUi^;^.• 5-:7x:::;i/-l,3.4-:f4^lf>^TV^-;i'-2-'r;W:4-(2-:^ 
10 7^;i')7xn;w ; 4-(2-'^>'V^77n;W7x:n;u ; 4,4'-7^;i/7x^;i' ; 

5-:7x-;i'-2-lfUi^;W; 2-:7x^;W-5-t!U5'>^r.Jl/; 4-(4- 

trU':^;p):7x-;i/; 2-:7x-;i/-i,3-:^=^u-y-;i/-5— f;u; 2,4-i? 
:7x::i;!/-i.3-:t^i^-V-;i'-5-^;i' : 3 -7xn;i/— ry:t=^iJ-\/-;v 
-5 — r ; 5- :7 xn;i/- 2 - 7 U ;W ; 4- (2 - :? U ;P) 7 x:::;!/?^ E-fym\f 

15 

(Jf * b < 2 -, 3- * fe« 4- 1 :7 xzi U ;v ; 6 - 7 xn;i/-3- 1! U i^JK 
20 5-:7xzi;P-2 -t!U5^;P:^<J:) J 

25 >'^d-^>^;k iy^u^^z^M ly^a^-f^-M i^i7^:iri7=f- 
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14 

'^^■^<am\tn^^y^om^ i m&.± mx^tt. i~3 ^-^ts 5 fccv^ b s 

10 a:>. Vh^bFP77>. tfP -YSiS^yUX '1'5^l/Uv?>, 

U>, 5^:t^;l/5}KU>, -rh^t HPtfU5>?>> 5^h^t:HPt!Uy>'>> 

26 v't b*P±:7 h[2.3-b]5^:*->'x>, h ^ b H P-f V^/ U 

>. y^hy}:i]^n^i-VO>. 7^ t HP>'>y'J -7=- h^t Kp;«7;1' 
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15 

, y) , 1, 3->?:^-=^-t»-» JiCifT^S. 

10 

15 ^^-v—C i_6T;1/^;K C 6-i47U-;^:t=^'>-C i_eTJWK«?!l, 7xy^r 

>'^5";KJ:'i:)> c i_6T;1'^;1'-c e-i47U-;i^-c 2_6T;i/^n;i/(^j, 
:7 X :^;wxx - ;i/:^c£ (if) . /N D y ^-fb $ tiT T cb c 3 _ 6 ^ o T ;i/ 

=^;i'7ay :^^)V75.y. xg^jPTS/, :/Dtf;vTsy, -ryyot! 
i?x^;uT$y, >'7'ne;i/T5y> >^:/5^;i/T5y. x5^;i/^5^;i/T 

x5^;k :/5^;PT5yx5=-;W)&:^*), v'-c i.^y^wi/Tsy-c ,_8t;u=^^ 
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16 

}\^m. 5^^5^;u75yp^5^;k v^xfjurs/p^^^jk >'7'Pt!;i'75/^ 

pfc!;K -rvT'Dtfji/, -fvr^^;w, sec-:/9^;K tert-:/9^;i'> 

25 2-:/n^x^;K 2,2,2- hU:7;i/:tox^;k ^>:$':7;U:tDxg^;k 
oif;K 3.3.3- hU^JU^nyatf^K -fv:/Dtf;k y^;k 4,4.4- h 
^)y)V-tu':r=^)V. -rv.:7'5^;k sec-:/^;k tert-y5^;k ^>f";k ■< 
y^>5^;k 4^^^>^;k 5,5,5- h 'j:7;p:tp^>'5^;k ^^>^;k 6,6,6 
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e.nSo mi^miiL'Xit. v-^^ai/Ptfji/, v-^^pr/^^jk vi^P^>5^;k 

i^^n^^i^;!/, 4,4->>^na.>'i7P^^>^;k 2,2,3,3-5=-h'7:7;l/:tP 
10 i^^7pv>^.>5^;k 4-^PP5/5'P^4^>'Jl'3*^*^^l'f ^>tl5. 

5^, Xb^->. 2.2.2- h'J7;l'^PXh^->, yPTi^^^v-, -rv/pji^^j/, 
yh4^i>. 4.4,4- h u :7;^^p:/h^^5^. -rvr/h^v', sec-:/h^s>. 

25 a\d)V^^. -ryyptf^p^^^t, :/5";i/5^:t, A,i.i-h^jy)V:tu^9')V^ 
mm mm&^^iyX\r^xhx^^Cj.^g7^)v^)vx iz^n^ rc^.^gT 

hU7x:i;U^5^;k I-:^75^;i'p<5";k Z-::^75^;^^5^;k 2,2->^7x 
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^jm> -J:^^)vr^^. j^xg^;i/T5y, >?:/Dtf;i/Tsy, >^y5^;u7 

16 p tf;i/T s 7 f^;!/, v y o tf ;i/T s j x^;i/, 'f^}]/r 5 y x^;i';5: t*) , 
i^-c i_6T;!/=^;uy5y-c i_6Tjp=¥;k^j, >^^^;i/Tsyp<5^;K i^x 
yg^;i'> i?yp tr;uT5y ^9^;k yype;u75yx5^;k 

25 c i_eT>'i'^>'i'X;i'5j^x;k :^)us.)vrs./. Apy>'fk:$nTViTfcJ;Vic 

^i/^^kl^^-tJ-S H> xh4^'>;^;U3}?4^-t^-5 h\ yP3}^^'>*;i/4^4^-ti-5 h\ 
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MSB rApy>'fti$nTViT'bJ:ViC i_6t;1/^;ux;1/*;xjwj tbxn, 

7.;uiJ^x;k :7'5^;ux;i'3i^x;K sec->r5^;i/x;uj|Nx;K tert-:/g^;i/7.;u 
3j^:^;i/75;£)?5:^7&^*^tf e>n^o :a:#:«ajt bTJi> ^■l^tdf^5^;ux;i/7jNx;i/, 
>':7;i/prp^5^;ux;w*:x;K hU:7;i/^p;<5';i/x;K>iNx;k xg^;i/x;i/ 
3}Nxjk y p tr;w;^;i^7)Nxji/, ■I'vyp tr;p;^;i^*:x;k :/5';i'7.;i'3!i^x;k 



wo 01/82925 



20 



PCT/JP01/03614 



4,4,4- hU7JP^P:^5^;l'X;i/5j^:::i;K ^>5^;UX;>3J^-;K ^^->JV7.)V 
#^1f$H(^J> T-feh7SH, •/P/-^>75H, ^^>TS.\i•fSi^)f3i}zi}^ 

i4TU-;v-*Jw\*^r'rjuj \z^n^ rs^^j tuxtt. wia rs^*^ 



wo 01/82925 



21 



PCT/JPOl/03614 



^-jw jLh^'yiJ}V-^=^)i, :/D3j?^'>:^3;W3!l?n;i/, tert-:^b^>^:^j;i' 
r|tife»<£* bx t) <fc c 6 - 1 4 7 u tts rc e _ 1 4 T u -;h 

25 tbT«, :7a:::i;K 2-:^79^;W 2-'f>5^n;K 

K rfi^S^WbTViTt)J;Vi c e_,4T'J-;H (c:*5Jt€> rem»j tb 
T«> HulB rM^s?£:tbTViTfe^Vi c 7_i9T^;i/=^jpj ic:*3tt^ 



wo 01/82925 PCT/JPOl/03614 

22 

^ViL5^. $f^b<«l i^CV^U 3{Sl?feS. «mSigc:«>n <@iy.±©«-&> 

<@05^xDM^*^tr 5 U\t^\^ 10 m© (^IR^^^l* 2 

15 A^^tf^jti^. mx\-t. 2-*fc«3-9^x:^;V':2-.3-*fe« 

4-tfU>';U; 2-^;t«3-:7U;i' ; 2-. 4-*fc« s-^TVUJV' ; 2-,4- 
^;tfi5-?r4^-y-^/U;l'; l-,3-^fc«4-tf9V/'J;i/ ; 2-tf^i^:::;V ; 2 
-.4-^fe^i5-tfU5>'::l;I/; l-,2-^fett3-t!nU;i/; i-.2-*fc^i 
4 _ ^ = >5r vT ij ; 3 - * « 4 - bf U ; 3 — r V y U ;U ; 3 - < V 

20 l.2.4-:j-^1^->?Ty-;W-5— fJW; 1.2.4-pf4^tf-i^Ty- 
;^_3_^;i, . 2-,3-,4-,5-*fe«8-=^y UJW : 1 3-. 4-. 5-, 6-, 7 
8-^ V^J U;W ; 1.-. 2-, 3-. 4-, 5-. 6-*fc« T—f > H U 
l-.2-.4-*fc«5— rV-r>h*U;P: l-.5-*«6-7iS^^i^-;U ; 
2-.3-*fc«5-4^/=^U-Un;W:2-.3-.4-,5-*fc«6-'^>\/:75- 

25 ;W;2-.4-.5-^fc«6-^>y5^TyU;i^;l-.2-.4-.5-*fc«6-^ 



wo 01/82925 



23 
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Jl'- c 6 - 1 4 7 U - C 2 _ 6 TJV-^^ri;!/ («fil, ^ x:z;vxx-jl/;i ^) , 

10 ^5=-;w7$y. x5^;P7sy, yptf;PT5y, -r V7'pe;i/T5y, 

5/, >':/pt!;i.T5/> >>^^j\^r5.y. x5^;m5^;wt5/j^j:<J:), *y 
-c i_eT;wV'T5y-c i_6t;1'=^;k«?!I, p^9^;WT5y>t9";i/, xg^;i/7 
^/;^5f;k :/Pt!;PT5y^5^;K -ry^pt:;VTsyxg^;p, :/^;pt 

75/^g^;k >?x^;uT5y;<5^;K >?:/Ptf;vT5y^5^;p> i^^vzf 

sy. t->;k T>^;^Tsy. r>')V:t^iyUEf)m^fiE>ti^o emsro^ 

1 :^cJ:Vib 5^> iff * L< 1 75:^^1. 3 Ml?£5^<. fi^»W2M 

_6t;wp^'>j , rApy>'fb$nxviT'bJ:ViC i_eT;i'=^;P5^:tj , rg 
Vi^^Sj }c:*5frt^ rg^sj rg^*i£WbTViT'bJ;Vi 5 T^tv^b 7 



wo 01/82925 



24 
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mm rTv-JPj tVX\t. mXit, ^:-C0-R', -CO-OR', -CO-NR 
6 -CS-NR3R^ -SOg-R"" , -S0-R3", -PO(-OR')-OR* ^fc 

^i-P02-R'^ Ci^'t', R'«(i)7K^J^^, (ii)S^SSWUTViT'bJ;Vi 
^^tymm. Sfcttdii) e^S^WbTV^TfeckVilt^^S: R'n*(i) 

vi:^^^» : R niTKmm^ sfc« c ^.,7)v^A^^h : R^ i R " tumm 
a)c i_6T;w^;K«aj^t^^ >^^;k x9^;k-yatf;k -I'VT'ptfik t'^ 

-l'y>^9^;K sec-y^;k tert-y5^;i'> ^>'^)V. ^^>')Vfs.E) ; 
20 J^t*) ; 

d)c 3_6V'^pt;1/=^;K^J^J^> $^i^D:rptf;k >'^^D:^^;k i^tJ'D^ 

26 e)c e_i4TU-;K^J;^«, 7xn;k i-:^:7^;k 2-±y9-JV. 2-^> 

f)c 7_i8T^;p^;KM^f^> '^>>';k 7x^^^;k >'7x-;M5^;k h 
'J7x-;i/;>^5";k i-:^75^;M5";k 2-:^75^;u;^5";k 2,2->':7x- 



wo 01/82925 



25 
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;Ux5^;i/, 3-7air:;uyDfcf;k 4-7x-Juy5^;k 5-7xr:;^^>5^;^ 
5 rgiis<&^LTi^iTfeJ;Vi^<b7K^Sj re^sj <tbT«, 

feJ^ViC i_eT;i/=^>iI/^:t, kKD^v', 75 7, ^ 7 -C i_6T;WI'T 5 

10 ^5^;i/T5/, x5^;i/T5y, yDfcf;uT5y, i-VT'atrji/T^/, 

j|^;ks;K ;<7;W3j^^->, ;^;W'T^-f;K j-t1i}vn^^ )V. Ao^Xb^ti 
15 ^ h;i»^5>:^t7ji/jj^x;k xh^->>57;i/3l^x;k' :/07}?j^^->*;i'j}?x;k tert- 

Tfc^Vi c 7_i9T^;wi':t^>'-;^j;u4^x;k mm»^WbTViTt)cfcv> 
20 5 ;^v>u 6 m^mmti)v^=L}v. ^ y -c i_67;i/=^^;i/-;i7;wi^:'r;K«aj, ^ 

;k Bm»s*UTViTfej;vi5 3*viL6*ig^5S*;wN*^-r;k ADy> 
25 ^b^tiTViT'b.kVi c i_eT;i'4^;i'7.;i/7iNx;k BJfe»<£^LTViTt>J;Vi c 

c 6-14 7'J— ;u-;^;U5J^x;u:t^>', c i_gT;i/n^'>-:^7;i'4^x;i/:t^ 



wo 01/82925 



PCT/JPOl/03614 



26 

IB rgmS^WUTViT<b«i:Vi5 7iViL7Ata?a^t»tTsyj rg 
20 rg«iS&*uxviTt>j;ViCe_i47'J-;i':t=^^>'-*;w4^-Ji'j t-^^t 



wo 01/82925 PCT/JPOl/03614 

27 

5 -n^y<;k 2-7^y-r;K 3-x/'1';k 2-7D-f;k 3-7D-r;p> 
15 75^;vx;u*-;k 2-:J-75^;i'7«;uij^::ijp75:^*^#tf ^ns. 

-;U-*;Px)^n;i/:^=*-5>J > r@^S<&WbTI/iT=fcia:Vi C 6-,4T'J-;^- 
;i!7;^A^:-r;^:^=^">J iz^n^ mmMj tVXit. ffllB rgi^SSrWbT 



wo 01/82925 
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28 

#tf&n-5. 5^:t7x>, krp-;k 

16 ;k fcrui?>> t!^>^>, eu5i^>> tfu^v^x i.2A-^^-^i^rv- 

;k 1. 3. 4-:t=^^it5^7^/-;K. 1.2,4-5^7 vTy'-;k I, 3, 4-5^TS^T\/ 

^>X:t^=^if\/-;k ^>'/^rV-)\^. ^>X'i*y^Ti/-;k -^^-y h[2,3 
20 >^i/-;k zfo>. 4H-^/Ui^>, -ry4^/u>. ^yu>> ^t^^j^ 

X :^7-5"'J>'>> +y^-!fU>> ^::M/U>, J/^/U^x :^JWV/-A. 

^ L < itmm Tijufs:^^ vm^m «ff * k « i 2 ^) ^ 

>, tfP'j>'>, 2-sfett3— r5i5^yu>. 2-:t^-y-yu>, ^^1^-yu 
2-^fe«3-tf^yu>, tr7yu>'>, 2-5^Tyu>> tf^u>?>. 



wo 01/82925 PCT/JPOl/03614 

29 

^Rj^jf. 2-S:^cJ*3-5^x-;i/: 2-.3-^fe«4-tfU-:^;i'; 2-^fe«3 

- 7 U ;U ; 2 - . 4- 5 - y U ;i' 2 - , 4- SfdJ* 5 - U ;U ; 

10 l-3-*fct*4-t!7^/UJV; 2-H^e?-;U; 2-, 4-*fc« 5- fc!U SS^ 
; \- ,2-^1t\tz-\f:u^) )V : I-,2-^]fc}i4— r 5i5^'/U;i' ; 3-S 

fef*4- tfUi5^>^^;i' ; s—rv^^Tv/u;!^ ; 3— r v;e-^-iJ-vu;w ; 1.2.4- 
:r^+f->'T\/-;u-5— r ;v ; 1. 2, 4-:t=^^u->'T\/'-;w-3— r;i/; 2-. 3-, 4 

-. 8-^/ U ; 1 3-, 4-. 5-. 6-, 7- 8-< V^/ U 

15 l-.2-,3-.4-.5-,6-*feti7--r>l<U;P; 1 2-. 4- 5- 

-< y > H U ;i' ; 1 - . 5 - * 6 - :7 ^ >'n;i' ; 2 - . 3 - S « 5 - 7 4^ 
itU— ;i';2-.3-,4-,5-^fca 6-^>\/:7^-;W; 2-,3-,4-,5-^:fe 
6-^>V^9^X-;i. ; 2-, 4-. 5- ^fej* 6-^>y5^Tyj ; 1-. 2-, 4 

-,^-^t:L\i.^-^yX'i^yv^))vts.E(D'^mm^mmm;m?L\t. i-,2 

20 -*fc«3-lfnUv'-;U; i-.2-4-*;tfi5— f 5i$^^/U>^-;P: 2-* 

^j^4_^5^V^ij-;P; 2-.3-Sfcf4 4-tf^V^U>?~;P; tf^Ui?/ :2 
-,3-*fe}i4-tf^U>*;V: l-Sfc«2-t?^^>'x;l'; ^:;P7}kU/^^ 

25 1^ rg^x^^tbTViTfeJ^Vi^^S^j \z^n^ rggisj tLT«, 

m. $f*b<{ii 3i@T*^. i@jiA±<^«'&. ^ejfe» 



wo 01/82925 



PCT/JPOl/03614 



30 

R*T^$n§ rc i_67;w+;i'j tLxti, x5^;k 
ntf;i/\ 'ry:/Dtf;K :/^;k 'fv:/5^;K sec-y^;p, tert-:;''^^;^. 



wo 01/82925 



31 



PCT/JPOl/03614 



;k 3. 4--:^^h=^->:7x:i;i/*;wN'^:>r;i'J5:i:) . «m»&*bTViT^) 
J; i^^i^mmmmnti ;wt^r-r ;v 2 - 1! u jwN'^r-f ;k 2 - ^ 

Tfe<fcv>5^#i^^*3^:^;w\*^-f ;h > rgm»=&WbTViT'bJ:Vi c 6-14 
25 m$nfcT5y*t^tfe.n, iif*L/<ti. ^5:: -nr^-cor«, -nr^-coor 

6a ^ -NRS-sOaR*^. -NR^-CONR'^R*", -PO(-OR ^) -OR * 
-PO2-R' CiCf' Rn*7K^J^^^fetiC,_6T;WW:Rnifui2R3t 
I^Sft ; R « nilGIB R ; R «^«R * <hllll:«Sr^-rD If^^ti^T 



wo 01/82925 



32 



PCT/JPOl/03614 



TN- (^t^S&*bTV^T'bJ:^iC6-l4^'■^->'^-*■''^=^~>'^> -N-C 



wo 01/82925 



PCT/JPOl/03614 



33 

;J-:^>/;6t^tf e.n. |ff*b<«, iC:-0-COR ', -0-COOR \ -O-CONHR 
5- ^ -PO(OH)-OR' ^:fc«-P0 2-R' C^C*, R'ttltfiBR'iil^jtil^&S^ 

:^^>^tl)V'^^}V^^i^. ':fh^>'tl)l^^=^)V:t^i^fSia). ^J-Z^.^7 

25 

i,3-5^.Ty-;i/-2— r;K4,5->^bKP-i H-2— r$^yj;w?^t*7&^^ 



wo 01/82925 PCT/JPOl/03614 

34 

\z^n^ rasi^j tvx\t. mt& mmm^^i^r^^xh^^^sm^vi 
r«^&j tiyxm^Ltz%(Di!)^m^^^ti^o 

tf;k hU7;V':^P;^5^;i':^^) ; t HD^r->-C i_6T;i/=¥;i/ (»*b<«. 
15 (Sf*L'<^i, ~>i^D^^ey;w?^i') : An^^>'fb$nTV^T'bJ:ViC i_e 



wo 01/82925 PCT/JPOl/03614 

36 

Si^m^^* ji/A'^r-r ju (M, 2 - 1; u >?3i;p:^7 -r ;i/> 2 - / u ~ 
prp^^;^;«3;i'3j?=^it5 ; g^S$#bTViTt)J:Vi c e_l4TU- 

H(»^b<«^>'V5^:t7x>'-2-^;p;^7;pjl?=^^t^-5 ; 
N- (»«i«&^rLTiiT'fej;^^iC6-i4TU-;p-*;u4?^;i') -n-Ci_ 

Tt)J:v>Ce_i4TU-;i/;^;i^7}^-;i/T5y (»^b<t*4-7^ h^^s^^'x- 



wo 01/82925 PCT/JPOl/03614 

36 

($F*L<tt, ->^P'\^>';i'75:£) ; APy><b$nTViTt>J;V^C 1 
^v'. 4-^ h^->^>>^;i'J^^v'. 3 h^>'^>>';i^:t^>'. 4-:7 

5 m^V 7 MfiSfn^^KT^ y m^V<\t 1.3.-5?:^=^y-l,3->^t HP-2 

fim»**bTViT t)ckVi 5 fctVib 7 M^^S^^IS^SS (»S U < 4, 5 

mmmmmtDw-^^e^jv m> 2 - tf u >>x;u*;wN*^-i';k 2 u x 



wo 01/82925 



PCT/JPOl/03614 



37 

^ y ?^ ; mm&^^ ut v^t <t c e- 1 4 u 

($f*b<tt4->^ b=^'>^>V/f : :^=¥y 

10 75: ^hj^ ^mitn?>mm&^^tL^ti im^vam (*f * l < « 1 2 <h) 

:7x::i;i/-t!U>?;u (»*t<fi6-7x::i;i'-3-t!Ue^;i/> 5-7xn;v 
. y ^i.zDi'—^ (0^v<it3-yx.=.jv~^y:i-^i)- 

j^4- (4-tfUv?;W yoLZLjv) . 7x::i;i/-tf>J (i!f*u<« 
2-7x— ^iz-s-tf'JSv'::!;!/) , ^>y7^r:;i/-7x:i;p (^su< 
«4- .(2-^>^/7-7-;i') 7x::i;i/) , 7U;P-7x::i;P (^f*U<« 

20 4- (2-7u;v) :7x-;i') 

i4T'J-;p ($f^b<«yx-;K 7;i/:tD:7xn;i/, ^nuyx.=i)V. ^ 
2^@^bTv^T"b«kVitf^u>?r.;i/ (tr^Uv'y) , t!^^>^-;K tfnu 

25 >?n;K 1. 3->'::t-4^1tn;i/75:<h'fc^tfe>n^o 
Ar MS. ^S(Cjf^L<«> 



wo 01/82925 PCT/JPOl/03614 

38 

ac:~u;w *fett7x:n;w-true^;i^ (jf*L<«6->'x-;i'-3-tr>j>^ 
5 ;k 5-7x:^;i/-2-t!U>^;W : 

(2) M^g [$f^b<«Aa^>M^ ($f^b<«7^y^, mmt^ii) . 
Any>"fk;$nTii-r'bJ;ViC i_6T;WI' ($f^b<ti, p<g^;U:^<H) feJ; 

1 L 3 mommmi i^t feet c e _ 1 4 t u -;K^f 

10 ^L/<t*7xr:;v, y)V:tuyx.=.}U. i7Uuyx.=Ljv. ^g^JW^xjnjK 

20 -CO-, -so-, -so 2-, -NR"- (R«{i7K^liC^, AP^Wt^nXVi 

Tfej^vi c i_eT;i/^;i', Apy>'fb$nTViT'bJ;Vi c i_6t;wp-*;w 

25 ;0^^tfe)n^. 



wo 01/82925 PCT/JPOl/03614 

39 

(DC ,.^T)V^l^>mX\t. -CHj-. -(CH2)2-^.-<CH2)3-> - (CH 
4-. -(CH^)^-, -(CH2)6-. -CHCCHg)-, -CCCHs)^-, -CH(CF 3) 
-(CH(CH3))2-, -(CFa)^-, -(CHa)^ C(CH3)2-> - (CH 3) 3 C(CH 

10 3)2-^^) : 

(2) C2_6T;W^nU'>(^<^«, -CH=CH-, -CH2-CH=CH-, -CH2-CF 
=CH-, -C(CH3)2-CH=CH-, -CH2-CH=CH-CH2-, -CH2-CH2-CH 
=CH-, -CH=CH-CH=CH-, -CH=CH-CH 2-CH g-CH 2 --^^) ; 

(3) C 2_e7;W^ril/>(^JA«, -CSC-. -CH2-CSC-, -CH2-C=C- 
15 CHz-CHz-;^^) nj;t°7&^^tfe.n^o 

1, 3-'>i7P^>^l/> ; 1, 2->^^P^+'>W'> ; 1, 3-5/1:70^ 
20. ^i^V>',l, A--yi7U^^-yV> : 1, 2--ytfU-^-:f=^V>,\, 3 
->'i7n/\:/5^W> ; 1. 4-e^^D^:^5^V> ; a -->^a/\=^^-fe>- i. 

26 

U<«-0-, -S-, -CO-^ -so-, -so 2-, -NR«- (R^tiMIBtl^ 



wo 01/82925 



40 
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(DC i_^7)V^U>mX\t. -CH2-, -(CHj)^-, -(CHg),-, -(CHg) 
4-. -(CH2)5-, -(CH2)6-. -CHCHs-, -C(CH3)2-, -(CHCCHs)) 
2-, -(CF2)2-, -(CH2)2C(CH3)2-. " (CH 3) 3 C (CH 3) 2 " ^ i!) ; 
5 (2)C2-6:^>'^^^-l/>(^J^^^' -CH=CH-, -CH2-CH=CH-. -€(^3)3 
-CH=CH-, -CH 2-CH=CH-CH 2-. -CH 2 -CH 2 -CH=CH-> -CH=CH- 
CH=CH-^ -CH=CH-CH2-CH2-CH2-^^<^:) : 

(S)C ^.^7)V^=iU>m^i:£. -C=C-. -CH2-C=C-. -CHg-C^C- 
CHg-CHa-J^fi:) : 
10 (4) -(CH2)wlO(CH2)w2-^ -(CH2)wiS(CH2)w2-' 

-(CH2)wiC0(CH2)w2-> -(CH2)wiS0(CH2)^2-^ 
-(CH2)wiS0 2(CH2)^2-> -(CH2)^iNR«(CH2)w2- ; 

(5) -(CH2)w3C0NR«'(CH2)w4-> - (CH 2)w3 NR * CO(CH 2) w4-> 
-(CH2)w3S0 2NR*(CH2)w4-^ -(CH2)w3NR'S0 2(CH2)w4-> 

15 -(CH2)w3C00(CH2)w4-^ -(CH2)«3 0CO(CH2)w4- : 

(6) - (CH 2) w6 NR « CONR 8 " (CH 2) we " : 

*^-S>w3+w4 7&^0 7iUL4^ ;w5:feJ;?^w6«0 7iViL/3OSicSr. f)^'Dvi + 

<«-(CH2)wiO(CH2)w2-^ -CONR 8-. -NR«CO- (|B^«MIBi:|^^ 
^S^T) . -0C0-. -COO-Ti^TafeS. -CONH-, -NHCO-. 

-COO-;^^ L < , i: D t>tt-CONH- *7t«-C00- dt^f ^ L Iri. 

<}itC y-37)V^Uym^it. -CHj-^ -(CH2)2-^ -(CH2)3-;^£). 
-(CH2)w3C0NH(CH2)v,4-^ -(CH2)w3C00(CH2)w4- (IH-^«ttrl2t|W|jt 

;6:£T^§. <hi3t)ij-, c i_3y;u=^i/>(^^yAtdt. -CH2-> - 

(CH2)2-^ -(CH2)3-;S:f);^<i:*W*L/Vi. 



wo 01/82925 



41 



PCT/JPOl/03614 



\z^n^ ^m^^i <DM:i^mtVTm^i^ith<Di!fimi<^<bti^o 
3 m^)i^mmmi\:7m^rci,t lo mm'^0m^^mmmm'mi!$>^o 
^y>j>> 4^y=^^iJ-'J>> y^^i^y. -ry^-v-yy. 

10 Vi. 

mmi i:bT«> ItrlBAr ^ Testis rtt|fe*€:*UTViT«bJ:Vig|5K»J 

;wi/j ,<hLT«. mpiit. ;<^;k x5^;k yptf;K -rv7'ptf;K y 

25 5=-;V, -fyy^^^^K sec-:/5^;K tert-y=^)V. ^>^)V. ^^y)Vf3:Eifi 

rg^s^^LTViT'feJ^tiC i_6 7;P^;pj fc^tt^ rg^gj ^ 



wo 01/82925 PCT/JPOl/03614 

42 

*;wj}^=^'>, ^;i/n^<;K ^^rt:^?;!/^^:^ ;k /Npyxb^tiTv^Tfej; 
10 *;1//1?x;k xb^v'?!j;i/Jt?— ;k t/pjJ^^^^-^i^jjvjI^xjk tert-:/h=^^>' 

i*), AP<jr>'ft:^nT^iT'feJ:iriC i_67;wi';^;i'jf^::i;i'> 3j>;i'5;i'T5 

x;vit^'>, xh^>';itj;i/3j^x;i/:*-j^^-X ^u-g^^-^ij)Vi!^:z.)Vt^>'> 
^5^;i/;*;VA*^-r;w:i-=^^'>> x5^ji/*;i'A*^:'f;i/:t^ i^-c^ 

CICIT?. rAPy>'fb$nTViT'feJ;ViC3_e>^^PTJU^;Uj , TAPy 



wo 01/82925 
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rgmSS:*bTViTfe<kVi^#i^SJ tc43tt^ rgm»j 43J;t; r5^# 
16 e>ic^ff*b<«c i_6T;u=^;i'Ta&D. x5^;k -i'y:/Dt! 

v^X ^;P7f?U>s 5^:^-^r;PJi^UX tf^Ui^>. tf^^i^X tfDU>'>. 
HD-IH — fS.yV-)y, 2,3-2^1:: HP-OK-;^ 1. 2, 3. 4-5^ h ^ k H 



wo 01/82925 



44 
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O ^ / U >> 1 . 2. 3. 4- 7^ h 7 1 h* D -f y / U if) tS: t*»«^tf e, . 
f3:f}-^-Vh=E)V^^)>. tr^Uv'X tf^7>^>. lfPU>^X l,3-5^Tl/U 
>f>, lH-^5^^y-;K 4,5->?hh*D-lH— 1*$^y-;K 2.3->?th* 
a-r>t4-;K 1.2.3.4— 7k KP^yU>, 1.2.3,4— 5^ h^bKD-r 

. i_6T;i/n^>'-c i_8T;1/^;1/ (j3^^L<tt^ h^S/^^^^u) , Ci_eT;pn 

-So 
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h^hh'DlfU H[3.4-g]^y U>, T-h^t HDtfU H [3, 4-g]'l' V=^-yU 
>, 7=-h^t h*DkrU h*[3,4-g]^/^1tU>, 5"h^t KPtrU H[3,4-b] 
=^/^ti-U>> 5"h^t:HDt:U H[4,3-b][l,5]:^-:75^Ui^>. ^h^th' 

10 DlfU h*[3.4-b][1.5]-:h75^Ui^>, xh^k^PtfU h* [3. 4-g]^:hV^U >> 
T-h^tHot!U H[3,4-g]:7i5'^i^>. 5"h^kHo:^:7h[2.3-d]7-t?fcr 
>. T^h^t h*nT-tftf/[4,5-g]-ry4^/U>s h^t HDT.-tft!/ 
[4.5-b]^yU>, 5^h7t KnTiftfy [4,5-b]^y^lJ-U>, T^h^tK 
DTif tr/ [4, 5-g]:^^/^1J-U 7" t KoT-tftf y [4. 5-b] [1, 5]:^75^ 

15 Ui^>, 7=-h^h HDTiftf/ [4.5-g]7iS'^i?>, ^^^ift H•a:^:7 h 

[2,3-d]T\/>'>, ^4^t>-bHnTyi^/[4,5-b]^yU>, T-h^tHP-/3 
-tiA^V>. 5^h^t HPtrU K[4,3-b]'l'>K-;K T^h^kHPtfPP 
[3,2-g]-f V^y U 7"h^hFPtfPPC2.3-g]'t'V^^y U>, 
HPt!U h*[3.4-b]Ti:7Ui^>, xh^fcHPbU H [3. 4-b] :7x:^>^>;^<^^ 

20 *t^tfe>n-5, i^T&^Tfe, -T^h^tHP^^y [b] [l,6]:^75^Ui^>^£ 

25 «ai;^f^ 1 TiVib $?*b<«l J5:Vib 3j®-t?afe-5. SifeSit*^ 2 ffl£^± 
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^ il) Xj&tX^ [X»«CONR«, NR«CO (R8« 

5 X ^/^J CONR (R «7K^M-?*fef* C i_6T;1/^;1'*^T) t^. Ar W\ 

10 ^>v^-f;^Tsy-^:^^/u>-eJ^<.x^^«coo•r»s^:^Ar 

^(10 T^.^n-S'fb^il&o'f Tfe, x COM 8 ^tcU m » co (r 

15 'feJ:Vi c i_6T;i/^;i'-:i'Jl'#-;K Any>'fb$nTViT'bJ:Vi C i-67;V 

20 -5. 

i'-^au-H- [6- [ (N . N-v'p* 5 / ) ^ -2-:?- 7 Cl . 1" - H 

4" -i^ a D -N- [6- (1 - 1! D U i^n JU;* -2-i- y =^)Vl [1 , 1 ' - tf 7 X :i 

25 4' P a -N- [6- (1- tf ^ U >^-;i/pt 5^J0 -2-± Cl . 1 ' - 1* 7 xn 
;i/]-4-:^;i/7j?^lt5 F ; 

N-(4->^p^7xzi;0-6-[(>?^5^;i/T$y)p^5^;W-2-:^:7hT5 H ; 

N- (4'-i5' P P [1 . 1'- 1: :7 xz:;i/] -4-^ -6- [ (N. N-i^p^ 9^>il/7 5 7)^5^ 
;U]-2-:}-7 hTS F ; 
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4* - :J7 n D -N- [2- [ (N. N-i^ :^^}Vr^/):^ -6-=^ / U -J W [1 . 1 ' - tf 
i'-y)V^u -N- [2- (1- 1! n U >?z:;i/>t 5^;^ -6-^ y U W [l , 1' - tf 7 x 

6 4' - i> p D -N- [2- ( 1 - tf □ U >?-;Up^ W -6-^ / 'J W [I . r - tf 7 X 

;P]-4-;^3;i/4^^lf^ F ; 

4' -7 D-N- [2- (1- tf^ U v^-Jl-^ -6-4^ ^ U [1 , 1 ' -b*7 x 
^;W-4-;^j;i/jJ^^^-y-5 h* ; 

4'-^ PD-N-[2-(i-k!^U i^n;i/7^5^;W-6-^y ;w [i, i' - tf y'x^ 
10 ;w-4-:tr;i/3j?4^-y'5 H : 

6- (4- y M P 7 X Z=.)V) -N- [6- (1- tfp U i^n;!/^^ ^)V) -i-±y^)V] n 3 5^ 

6-(4-^ D P7xn;V)-N-[6-(l-tf o U -JzL)V:f^=^}V)-2-)-y^)V\=.zij-> 

15 6- (4- 7 X -N- [6- (i- tf p U -J~}V ^ -2-:^ :7 n a ^ > 
h* ; 

6- (4- 7 p 7 X w -N- [6- [ 5 y ) p< -2-:^ y ^)V] - 

6- (4-^7 p p 7 y:-)V) -N- [6- [ {z^^^)]/r 5 ^ ) P< 5^;W -2-:^ y ^)V] ZLH^ 

20 H ; 

6- (4-^ 5=-;P7 xn;w -N- [6- [ (5^ ^ 5^;VT 5 y ) ^ -2-:^ 7 

4-(4-7;i'?rP:7x— N-[6-(l-t!P U >?-;i/p^5^;i/)-2-'^-75^JW-l-t! 

25 4-(4-7^ h:^->7xn;i/)- N-[6-(l-tfPU>'::i;Wy5^;W-2-::J-75"JU]-l-t! 

4-(4-^^;i/7x::i;W- N-[6-(l-trPUi^::l;^;<5^;^)-2-:^75"J^]-l-tf^ 

4-(4-pC5^;|/7x:z;i.)- N-[6-C(i?/5";^T5 7)><5^;^]-2-:^75^;^]-l-tf 
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6- (4- :7 p 7 X n; W -N- [2- (1 - 1! P U JW^ -6-=^ / 'J ~; W - 3 
6- uuy xr:;!/) -N- [2- (i- tr p U 'yZL)\,^j-)V) -6-^ J U :id 5^ 
6- (4- y JU:^ □ 7 X -N- [2- C (v' ^ 5 / ) -6-+ J U n; W :n . 
6- (4-^ p p :7 X -n- [2- lirJ:^ ^)V7 s / ) ^ -6-^^ y "J " ; W - p 

10 4-(4-7;W:fa7x:n;W-N-[2-(i-tfP U -:^n;i/^f^;W-6-^^y U-;W-i- 
A-iA-^uuy x:n;i/) -n- [2- (i- fcf p U v?ri;Vp^ -6-=^ y U ::iJW -l- 1: 
4- (4- 7 p 7 X -n- [2- [ ( ^ T ^ / ) -6-^ / u w - 
4- (4-^' P P :7 X =lM -n- [2- [ (s^^ 5 y ) ;< -6-4^ / U n;W -i- 
6- (4- 7 p :7 X -N- [7- (1 - tr p u >c -3-^ y U - p 

20 6- (4-^ P P :7 x-;i/) -N- [7- [ (v'^ 5 y ) ^ -3-^ y u :=-M :=-=i 
4- (4-7 p 7 X n; w -N- [7- (1- tf P u 5^; W -3-^ y u -;W -1 - 
4- (4-:j7 p p 7 xn;w -N- [7- [ 5 y ) ^; W -a-* y u -1- 

4" -i^ p p- N- [7- [ ('/y 5 y ) ^ -3-;^y u :^;w [ij ' - 1*7 x- 

;H-4-;^;i/4^^lJ-5 K ; 

i'-y)l^n- N-n-il-ldaV >>:::.)l^:^ -3-^ y U [1 , 1 ' - k* 7 x - 
JW-4-;^3Jl/3l^^1^-S H ; 
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5- (4- i7 o P 7 :il:z)V) -N- [6- [ (^^^JU7 5 / ) ^ -2-i- ^ -2- tf 

5- (4- y}V^uy xnji/) -N- [6- (1- tr D u >^n;vpt -2-:f 7 -2- bf 
5 4'-:7;i/:tD-N-[6-[[4-(4-pt h^^'>:7x:::;i/)-i-t!^>J i^::i;W >^5^;^]-2- 
4- _^ p [6- [ [4- (4-p< h ^ y X -1 - h!^ u -2-:^ 
[1. i'-h':7x-;i/]-4-;^;i/jJ?^-tJ-5 H ; 

4'-^ h:^v'-N-[6-[[4-(4-p^ h^->>'x:::;p)-l-t!^U>'::i;Wp<^;H-2- 
10 ^y^M [1. l'-H7x:n;W-4-;i;;i'jj^=^1t5 H ; 

N-[6-C[4-(4-p< h^e^yx-;!/)-!-!^^'; v'n;!/] ^9-}V]-2-'ry^)V]-i' - 
r-H:7x:p;W-4-*;i'j|?^i^-5 H : 

4'-y)V:^U -N- [6- [ [4- (4- y }]/^ n 7 x W -1- tf ^ U s?- J W 5^; W -2- 
[1, l'-tf7x-;W-4-;i!7;l'2t?^1^-5 H ; 
15 4' - ^7 n D -If- [6- [ [4- (4-7 O 7 X -)V) -1- fcf ^ u W ^ 5^;W 

y^)V] [1. l'-t:7xn;W-4-;^3;i/3}^^+h5 H ; 

N- [6- [ [4- {4-yjV:t P :7 xn;W -i- hf ^ U v^::i;W ^ -2-:f:7 -4' - 

^ h^'>[l,l'-H:7x-JW-4-:;^jJI/4^^-y-S H ; 

N- [6- C [4- (4- :7 p 7 X - - 1 - tf ^ U -;w3 -2-i- y 5^; W -4 ' - 
20 i'-tf:7x-;i']-4-;^j;W5j^^ii-$ H ; 

4 ' - :7 P-N- [6- [ [4- (4-;* 7 X W -1 - tf ^ U i^=lM ^ 5^; W -2-:^ 

75^;W[i.i'-fcf7xn;w-4-*;pj|^^-y-s H ; 

4' -i7 p p-N- [6- [ [4- (4-7^ 5^;U7 X - JW -1- tf^ U i^CHJl'] ^ -2-±y 
^)V] [1. r-tf7x-;i/]-4-;^7;i/3H4^+)-5 h* ; 
25 N- [6- C [4- (4-^ 9^;i/7 xn;0 -i - tf^ U >^n;P] -2-)-y^M -4' -p^ 

h^>'[i.r-tf7x-;i/.]-4-:^7;i/7j^=^^t)-5 H : 

4' - ^ 5^;u-N- [6- [ [4- (4-^ 5";W7 X - -1- tr^ U -J:^)V\ ^ -2-:h 7 

[1. r-tf7x:r;u]-4-:^;U/J^^it5 K ; 
N- [6- [ U- (4- 1 h* p ^ 7 X - 1 - 1! U i^-;!/] ^ 5^; W -2--^- 7 5^; W - 
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N- [6- [ [4- (4-7 $ y 7 X -1 - tf ^ U -2-:h 7 -4* 

b=^>'[i,i'-if7xz:;W-4-*;i/7l^=¥+i-s H : 

4" h^v-N-[6-[[4-(4-:i h a7xzi;W-i-bf^U >^n;W p^5^;W-2-:^ 

N- [6- [ [4- (4- D D :7 X =.jv) -i-E^^j i^-jv] ^ -4'-^ 
h=^v[i,r-b'3^xz:;i/]-4-;^j;Pil^^itS H : 

6-(4-:7;i.;t-D>'xri;i/)-N-[6-[[4-(4-^ h=^>':7xnjU)-l-bf^'J v'-;!/] 

10 6-(4-^oa7xn;0-N-[6-[[4-(4-;* h:^'>:7x-;W-i-tf^U >'-;w]X 

6-(4-pt h4^'>:7x:=:;i/)-N-[6-[[4-(4-p^ h^->7xn;P)-i-tf'SUS^-;u3 

N- [6- [ [4- (4-^ h 7 X W -1 - tr^ U >^-;p] ^ -2-:^ :7 5^; w -6- 

6- (.4-y)V:t P :7 xn;^ -n- [6- [ [4- (4-^ ^)Vy x-;i/) -i-tf^ u ^ 

6- (4- ^ D a :7 X -N- [6- C [4- (4- 5" 7 x -i - U ^ ^ 
jW-2-:f 7^;H:^ng^>TS H ; 
20 6-(4-^ h:i\^e^:7x-;0-N-[6-[[4-(4-^5^;Wr'x:::;i/)-l-t!^U>^::i;W^ 
^)V]-2-i~y^)V]:=Ln^>r5. h* ; 

6- (4-^ 9-)Vy X -n- [6- [ [4- (4-^ y x -1 - tf ^ U ^ 

6- U-y)V:t o 7 xri;w -N- [6- [[4- (A-y)Vytuy xn;w) -1- tf^ u >^-;u] 
26 pt5^;i/]-2-'^:75^;W-zig^>Ta H ; 

6_ (4_ /7 p p 7 J- - -N- [6- [ [4- (4- 7 ;u:t P :7 X -1 - bf ^ u v^— ;P3 
5^;W-2-:h:7^;U]-35">T5 H ; 

N- [6- C [4- (4-7 P 7 X n;W -1- 1!^ u v'-JU] -2-:^- y "f-M -6- 
(4-^ h:it^'>7x::i;Wnn5">75 K ; 
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4- (4-y ;l/:^-D 7 xz:;W -N- [6- [ [4- (4-^ h^z^y x.::^)V) -1- 1!^ U i^-JW 

5 4-(4-i>PD:7x-;W-N-C6-C[4-(4-;< hi^^s^7x:n;i.)-i-tf^U v^-;W 

4-(4-^ K^->7x3i;|/)-N-[6-[[4-(4-p^ h^->:7x::i;W-i-tf^U 

N-[6-[[4-(4-^ h^e>7x:n;i/)-i-k!^U>»-;Wp^5^;W-2-:^75";W-4- 
10 .(4-pt5^;P7xn;w-i-fc!^u>^>;^7;P3j^=^i^-5 H ; 

4-(4-7;i/:ro7x-;i.)-N-[6-[C4-(4-^5";i/7xn;W)-l-tf'<'J i^-JU] ^ 

4- a-^ uuyx. -N- [6- [ [4- (4-^ x -i- 1!^ u >^-;P3 9^ 
;H-2-^:7g^;W-i-t!^U5^>:«7;i^5j^4^it5 K ; 
IB 4-(4-^ h^>':7x:=i;i/)-N-[6-[[4-(4-^5^;i/:7x-;W-i-tf^U>^:=:;i'];< 
^;i^]-2-:?-75^;W-i-fcf'^U>'>:^;i/5!j^^it5 H ; 
4- {A-:A^)vy X W -N- [6- [ [4- (4- p^^)vyx. -i- tf ^ U 5^ 
;^]-2-:^75^;^]-l-tf^u>'>;t^;^'i^^t^-s H ; 

4- (4-7 a y X— ;w -n- [6- [ [4- ii-y)V^ uyx. =.)V)-l-}d^ u >>:=.M 

■ 20 ^^;^]-2-:^75^;^]-l-tf^u>^>;^7J^^K=^■y-^ H ; 

4- (4-^ D D 7 x^;W -N- [6- [ [4- (4-7;i':t P 7 x::i;W -1- tr^ U 

=^)V']-2-^y'^M-l-\f^Vi^>ti)i^-!S^^-^^ K ; 

N- [6- [ [4- (4- y)l^ay:c: -1 - 1!^ U >^-; W -2-:^- y J-M -4- 

(4-p^ h:^'>7x:n;^)-l-tf^U>'>:^;^5}?^^•t^5 H ; 

• 25 N-[6-[[4-(4-7>'^:^P7x:^;^)-I-t^'^u>'~;^]p<5^>'^]-2-::^75';^]-4- 
(4-^5^jl/7x-;l/)-l-t:^U>'>:^;W3i^4^-9-S h* ; 
N- [6- [ [4- (4-;^ P P 7 X -1 - tf ^ u ;< ^; W -2-:^ 7 "f-M -4- (4- 

7;w^P7x:i;i')-i-kr^U>^>:^;i'3l^^ti-^ H : 
.4- (4-5^ P P 7 X -N- [6- [ [4- {h-^ P P 7 X -1- tf'^ U V:z.M ^ ^ 
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N- [6- [ [4- iA-^uuy x-;i/) -1- 1!'^ U z^^^M 5^;W -2-i-y=^}V] -4- (4- 

N- [6- [ [4- (4- ^ n P X in;!/) -1 - tf^ <J i^n;!/] -2--^ y -4- (4- 

6 pC5^;i^7x-;i')-i-fcf^U H. 

-fb-^i^ (I) (10 <Dmt\^X\t. M^fi. M:^g<i:©:^. T> 

jS:^©^;!/*';^^*^; *JV'>^7Am> 'T^^v^'^Am, AU':?^^?^:^© 
15 bUX^y-;UTa>. >'v'^D^^>'jVT5>. N.N->?'^>v'Jl/X5^1x> 

m (1) ^fcu (10 m^'^mM^m-r^m'^. 7Ji':^v^mmmx\t. 
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?^fi)SlxTViT'b<tVi. ^fc, it^m (I) ^fctt (10 ii> J^XttStBS^ 
*-rs«^. 5lStmS. U>mm. :i^b*^m:^J5:fOM«|i^: ^fe 

(I) 43 J: u^* (r) (OT^ ^^^^^b'&tJtiiigfB-rsci^i/O?^^) 

10 $nTViTfe<fcVio 

3t#Mtt#:, 3i<*:Si4**^> -fiCSMtt^^^^ 
^■fc 5 # <i:^#?g{4>fe<t:'&«^ mxit, (+) - -7 >-r;i^®S. (-) - "7 >5^;p 



wo 01/82925 



54 



PCT/JPOl/03614 



mm^-U. x^y-;K -fv^D/t/-;k r-th-hUM 

CP-Chirasil-DeX Q,^{-J—:i.)V'&^ :r.y7.^m>t^E 
15 . -&^t5t^^i;^^mM(^J;t^^. MTPA Ca-p^ h^->- a-(hU:7;i/:ta 

mTH^mrji^^ji^^i^x^t^m (lO ('^-fb-rs^b-^^^^^^. -fb-a-^ (lo 



wo 01/82925 



55 



PCT/JPOl/03614 



7 =y -M^. ^ >5^;UT S J %)\^i^::-M^. ( 5 - 2 - V - 1 , 

^t^nfc'fb'&tjfctf] (10 (D7Km«30«7'>;Hb, T/w^JWk;. 0 

A;i/Sh-r;Wb, -/u/^y^Mt. trna^r^Wb. ifiJ7>'-jHb, 7"tu;v 
<b. T^— ;Wb^ v^^^^JUT^y Mb^tii^c^b-g-^^j^^) ; 
-(b^tj (10 o;it;;i'Ji^^v';uS;0tx;^7^;Hb. 75 Hib^tifcfb-n^ 
'fb-&'^ (10 05?!j;i/3H^v';PS36«x9^;pxx7-;w^b, :7a:x;i/xx-5^JWb, 
10 ;j!7;^Ji?^>'p^5^;^xx5";Wb^ >^^5^;i/75y^5^;i^xx5";Wb. tfAP-r 
)\,^:^iy:A^}VjLX7-Mt. X ^^ri^:^7;^^i^x;^::^-:^^->x5=^;^xx■x;^^b^ 

-4 — ov) ^5^;i'X7.x;Wb> e^i?D^4^>';i/:t=^5^:^;W3l^x;wx5^;px 
X7^;Kb, ^5:;P75 K^b$tife^b-&i^;^^] ;^t'*«^tf eitie.© 
15 'fb'&ti«g#^Kj^<^^S(-ckoT'fb-&i^ (10 *^e>^B-r^eit*«T#^o 
^fc> 'fb-^j^ (10 (^T^p mnmisi 9 9 o^n mm&o 

^^Wt^m^^'^ (10 {c^{b-r^t)®Ta&oTt)J;Vi. 

l^JlBFfb^^^l^Tffl^^^nSfb^'^ (II) (XIII) , it-^m 

(IV) , -fk'&tj (Ilia) . <\:^m (I I lb) > 'fb'&tl (II Ic) > it^m (I I Id) . 
it-^m (I I If) ^ -fb^^t^ (Illh) , -fb-S-tl (Hli) «^ ^n^n:^<i:bTffl 
25 ViTfeJ;Vi. ;ic:)ck^75:iiibT«, WIBLfe^b'&i^ (I) ^tcU (10 O 

TIE© [Mfifeil VcCV^b [Miliar] J'^DViT. 7;i'4^;Wb^i;&x trazK 
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i^:=-v^ yT>^>'3i-)]^ 7" -^u/tu—i^ayX (organ 

IC FUNCTIONAL GROUP PREPARAT I ONS) M 
2)S. T5!J5*5'yi7yVX*i: (ACADEMI C PRESS, INC.) 
5 19 8.9^TiJ; =i>yU'\>>^:/- • h 7 7^— v'a. 
> (Comprehensive Organic Transformations) VCH Publishers Inc., 1989 

^ (I) l;:*5ViTX*5-(CH2)^3C0NR8MCH2)„4-Tfe'g>^b'&#l (la) 

Ar — (CH,)i,3— COOH + HM— (CH,)w4 — Ar— Y— N^^ 



20 i) m.7m'^M^m^^^:^m 

m^m^. T?stt^j«f-esj!f;:$-fr^o 'Z-m\zmc. 1 t^cv^l 1.5 1- 

b KP4^$/^>^/hU7\/-;KH0BT):feJ;r;?(S}ttt)^a5lS£S?kViU 5 ^so 



(II) 



(III) 



Ar — (CH,)w3— CON (CH,)w4 — Ar— Y— N 

(la) i 
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<\ti^^ua^i^». x.-y-)mmm (iff * b < « THF) f3i atm\-f^n^, 
rmMi iivx\t. m^\t 

2) ^TijAfdf, 7)v:fyv^m^rcit7jptiv±m^m(D7i<imm m. ym 

it^hV^A. 7Km<t:fJU'yA\ Ticmi^^J^OA. 7jc^<bA'UC7A?a:£) . 

20 7Mv^m^ftu.7)it!V±m^m(Dm.m.m. m. mk±hv^A. mm 
ij^j^A. mk±.i^^A•f3i^) . 7}vijv^mi^fti-i7}vtiu±m^m(0&k 
m^m^ m. mm7i<^m-rhv^A. mmj^mti^joAua) fsi^omim. 

25 Jl/^Jl/Tls U >x v'p^^Jl'TS/ trUi^>. DBU (1. 8 -v'Jiffe/i^D 
C5. 4. 0] 'i?>x7.-7-X» , DBN (1, 5 ->?Tlfh*S>i'0 C4. 

3. op y>-5-x» ;^£o75>M;^>l;^(^tru>^>, fSrJ^!/-;!/, 
2 . 6 -;^5^v'>fJ:^CDit&S^tll^^^b^^g^?5:t'(^)^^*i^»;5:^75/^^^f c>n 
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15 ^ rem»^*bTv>T'fo<J:Vi:7xy-Ji/j fc:i3tts rgiiftj tbTJi. 
/— ;k /^>^^pp7xy— '^>^7;i/:tP7xy>-;K p-xhP'7 

mm> i^^mmmm. xhu;n^M, Ts.\^^mm> ^h>mmm. t^jv 
m-^hxm^^xh^^^o m^x%. 7-fehxhu;k thf, v^^^ppp^^ 
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W — N— (CHpw4 — Ar — Y— N^' 
(Ilia) \ 

15 7j^-jK0!i, ^ h=^->:i!j;i/7}^3:;i/. jLh^i^i3jV:^-)i^. tert-:/h^>';^»;i/ 

20 x5^;1/'>u;k i^;»^^;P73i-;u>'U;w, tert-:/5^;i'i^pt5";U'>»j;k tert 
^m. 3^mti^)s c^-^7)vzi^->ms ^h^^^-x xh^^-x ya-^^i^ 
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ffl*tt{b-&tl(llla)J;:^UTaSi lOO^S, i(P^b<tt l ?5:Vib 40 
W, iff S b < « mW75: U 24 BtPalTafe 

10 b 200*0. |f*b<«o*C;^ViL ioo'Ct;i«i#-rsiitlc:J:Off-5c:<i:t>-e^ 
|S5W«8l^<^^-^M«^t;^«^(iiia){r*fbT 1 J&v>b 100 mm. i(f*b< 

I 

W— N— (CHPw4 — Ar— Y— L 
(I I lb) 

/■■■-.. 

(UN) 
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j\u^>imit7^m¥^mm> ^mm^mm. ::ih^j)v^mm> 7^\^mmm. 

N->'^5^;i/3i^;UATS H (DMF) , T-feh>, X^7-;K tfUi^>;^ 
25 EJi^Umtm- 2 0X:f3:^^V 2 0 0'C,^f*L<tt^mJ&:V^b 100t:T?*-S>. 

r;^;i^Fb1«, 0. 5 mmti^> u i a t^-s, 

U-^A, ^^7jc^±hU':7A, ^M7]c^;tr'J':>A. hUx5^Jl.T5>, IfU 
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I 

W— N— (CH2)„4— Ar — Y-OH 
(lllh) 

5 

<b-&#l (1 1 1 b) LiT, L 7&«A a^Xt ^ nx I'iT V5 C 1 _ 6 TJV=¥)V7. 
5 C J: D ff . 

0. 1 ^r^mvi u 48 mm. n^v<\%\ is.i^^'u 24 mmx^^. 
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<b^t>(iiif)*, ^aJ^^^i^^-:^;^ ;*5^>r '>:^;i/ysxhu-. 35 , 

2761 (1992)J^<i:fcl3«c©SJi&^5Vi«j:nfc«PTSHli&JC#-r:it}I«fct)T 

^b-^iii (I I ih) mmo^j^T.y'Mt'^m mw ^^^c^mtcj^jc j; d M5c 

15 3212 (1991), ■ -r^-;!/ r^*::^ ^t^w' '>:^;^'5r5:^ h 'J 35 > 2761 

I 

W — N— (CH2)w4 Ar — Rs^ — CO — RSb 

(I He) 

25 '&ti(iiii)t*Kf&^-&'5J:^t-J:oT®l3g-rsc:i'b-r^s. 
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/su^xtmt^mmmm. i&mm^mm. =ih^))vj^mm. 7^\^^mm> 

TffiViTfeJ:Vi. ySiii^-Vh. Xi5'/-;k 0^)9:if*W^bV5. 

nfimi^n^o mommmit. mmm(Dm^ o.oi mm^^^i^oAmm. mm 
mo^i-^ 0. 01 ^Mu^f^iy 100 mm^^^^itmmMrr;^^^, 

<t^m (I I ic) it. mmh^f^ (I I ih) ^{ik^(Dmit]^m\zn'r^ tiz^om 
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^t;'&#>(IIIa)«> ^ 
I 

W — N— (CHp w4 ^ A r RSa — COO — R"" 

5 

I 

W — N— (CH2)w4 — Ar CH^ 

15 

20 d JIT, x:^5 >it^mt. i»J;lti N.N— >?^5^;i^2^;l^AT5 H>?T;P=l^;i' 
i'Sffl ViT®!5t 
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5 

• l/>;!?7;i/xl^>^^5";uxxx;P«. wo 98/43953 UE\zMW.(o-j3mz.i:.X>WL'M. 

m2^xX5^;H^*. ^ni^JSJP 06107599 ;5:£lC|B«t0;6rfeJcj; XX5=- 

>-:^fX-/i7^SX hU— , 60 . 4412 (1995), yy—'^—i^a.— 
7-f.*;i' ^V^>. 35^2698 (1987) fj:i:lr|B«!cOS;i&fc#-r 21 tic J: OH 
16 3fr 

It. 6-7^y-2-><^jv^jv>it. its^)-^~'zrv^y. 42 > 175 (1999), 

-J'^—ir)\^ -t^ :t-;yx>;/^^5 7. hU-, 28, 1753 (1963), — 
:t:f er5:*f;i/yiJ-X5=-<- C, 829 (1970) 7^j:£iC|B«c®;^fe'bL 

±iB ri3)v^^iyoRmmimi^^m^^^:^mi ^:Ari-(CH 2)^,3 
-SO2OH (^4'05iB-^tiMBB-i:iiii:ii&^-r) T^$nsx;w>f:>^, * 
: Ar ^- (CH 3)^3 -sooH (.^fp<Dm^\tms.tmMm^^-r) T?^ 

^ (I) tC*5ViTX75?-(CH2)w3C00(CH2)w4-"^^&'&<t;'&^ (I b) it. 
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67 



Ar' — (CH,)w3— COOH + HO— (CH,)w4 — Ar— Y— N 
(II) (IV) \ [ 



Ar — (CHj)„3— COO — (CHPw4 — Ar— Y— N 



(lb) 




it^m (I I) (OK^'&.^MWtL !• is^^ b 5 (iff ^ b < « 1 Vi U 3 ^M) 

10 5f«s^^^iK> -hu;i/^^J«. 

20 it^m(.vf)\i^ BWjkmp:^^. mxitmmsm izBM^<D:^m$>^i'^}t 
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^ (i) l:::feViTXA?-(CH2)^iO(CH2)^2-Tab^.<k'&<^ (I c) «v 

Af'— (CHj)„l— L + HO— (CH,)w2 — Ar— Y— N<; 

(V) - (IV') : \ 

Ar'— (CHjXn 0 — (CHj)v»2— Ar— Y— 

(Ic) [ \ . 

mmt-^m (v) {c^bTii8?ji>a:Vib5^ftT&^. 

AoyXb^bTKiSJ^^iK, xhU;P^^i«, 75K5^^ii. 

N->^>>5^;i/3j^;i'AT5 K (DMF) , T-feh>> X^/— ;K tf^U>^>J&: 

s;&B#rBiii. m^\tmo. s^K/iVibi s-eab-s. 

20 

i\:,^m (V) t 0. 5 TftVi L 5 ^« (if* L < « 1 b 1 . 5 
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^mm^mm> :::^hV)vmmm^ 73.]^mmm. ^h>mmm 

V^TfeJ^Vic Ufj-^i^h. T-febnhU;^ i^i^DD^^X ^□a7iN;i/A75: 

'fb^'l^(IV)«> «aj^«W09838156 tc:IB^(D;^^^SVi« 

15 ^ (I) {C:i3ViTX;6«-(CH2)^3NR«''C0(CH2)w4-'^^&'^'fti^^ <Icl) 

Ar'-(CH,)„3-NH + . H0OC-(CHPw4 — Ar— Y— Nt^ ^ 

(VI) (VII) : ..7 ■ ' 

I / 
^ Ar^ — (CHj)w3 NCO (CHj)w4 — Y— ^ • 

(Id) i K 

{b-&^(VII)«, g#:^^<D:^rffi, ^J;tffW09838I56 {c:iB^O;^&*^lri« 
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^il) JC*5ViTXd«-(CH2)^sNHC0NR'"(CH2)w6-'^*^^k-&i^ (I e) 
Ar'-(CH,)„5-NHz + N-(CH,)w6 — Ar— Y-«<^ (,x) 

i ; R ■ •■ 




1 



Ar'— (CHj)»,5 NHCOM— {CH,)w6— Ar— Y— : (,g) 



it^m iw h I ui^^v 5 mm v<}tif3:\^>vi.5 ^a) {b-^tr (vi id 

/\a^>^tm<\:y^m^mm. ^mm?^mm. =ih^j)v^mm. r5.\^^mm. 
^;&B#rBi«, ^j^f^istio. sPfFBmv^bi a-cab^. 
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-Ar^) (If) «^ ■e^J^frFE7U-;l'*»;/yu>'i^S^S:}3 

(TU-;u;^jy:?'u>'i>'SJES:) 

Ar'-B-L' + l'— Ar'— X— Ar— Y-tl<;^ ^ : („) 

(X) i V 



Ar*— Ar— X— Ar— Y— (If) 

: R • •• 



10 kv^io^xSkT^t. ■en-€=ne^»^^UTViT'bckvs^s^5^« 

tt/N D '^r' >($f * b < ttJ^^, a5 ^ h U :7 n / ^ >x;i'*:::i;i/ 

Ar 2:feJ;tXAr i: 'fe>tcSSI»SWUTViTfe<kVi:7xr:;i/T?a& D , Ar2 

TU-;i/?!7'y/u>^s;iStt, t^^^J' -^s* 

20 7.:^>zy-^\dT (Acta. Chemica Scandinavia) , 2 2 1-2 3 OH, 199 

'fb'&i|&(x)i i;ij:ViL3a«($fSb<«i i^ctvib 1.5 ^S)co{b-&i^ai) 
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>'ac-;i/7}^x:7^ » A^z^^M. (0) . S^m/^^>"^7A, ht; (hU:7x 
A'^>?»^7A (I I) ^PU Hv /t^v<^A-^^/^i::0^^ 

;i/>i^7.7>f » zi-/^rju (0) f3i^ifimf^n^. 

m^^mmmi ommmM. <t^m (xn ic^ut, mo. oim> 

15 $>^, Kmmmi-i. m^itmi-^^^V4 smmx^^, 

it^^ (I) ©^-^^ -fb^tJ (r) OT© CSSliiffi?] JCJcoTfeSS 

25 C^jg^?] 

^b^ii^ (r) m^it^: Ar'-H (XII) 



wo 01/8292S PCT/JPOl/03614 

73 

L— X— Ar — Y— nC (XIII) 



5 it^m (XII) ^^zSi\:^<^ (XIII) ^^<ek^<D:^mz^v)^j^-r^z. 
-f V y p /I y — t er t - > - jw:^ Vi s . 

15 triH ^^mmmmm] tuxtt, h;ux>, ^i^uy. 

WiBr7.;i/5j^^'> i:L.T«,-e«l;^(i, HCdmso) 

1- 'jjpj^tiid^fflVi^ns. 
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5 Kit;:, T^/it^m. xx7";wbSJiS. TU-;;';<jyyu>^sjss. ram 

15 ;k«si, ^>>';i/;a:,<i:)> 7xx;k hU5";k ->u;k^j, hu^5";i/->u;i', 
tert-y5^;i/i?x5^;i'>'U;i/^cC<H), c 2_6t;I/^x;k^j> i-7VJVt^^)f3i 

;k :/nk!;K -fv::/Dfcf;K tert-r/^^^Pj^i^). 7a:x;p. hu 

;k >'>^5^;U7xx;l/i/U;K teft-:/5^;i/>'^5^;U'>UJl/. tert-7'5^JU 
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^> C7 i/>-fe>'X (Protective Groups in Organic 

Synthesis), John Wiley and Sons nam)\zUm.(D:fj^fS:E\zmCxnv 

15 

20. tLx:k<Dj:mc:>Mnthxm-^nx%^^>o 

=E}V=^yh, •^7■t^=^. ^-^^ "^S/, itJK t h75:f)(c?>fL, 
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■ (malignant mast ocyt OS is) > ^HttlE^ (exogenous, obesity), m^>^=L 
U ^-ftllGti^ (hyper insulinar obesity)> jSJftlSKttflE^Khyperplasmic 
obesity), TS^fti^^ (hypophyseal adiposity), f^JkM^fl&^& 
(hypoplasmic obesity), ¥WSItg<£TflE^!lE (hypo thyroid obesity), ^ 
5 ^IcT^ttJIE^ (hypothalamic obesity), 3E^#liE?^5^ (symptomatic obesity), 
/hJlflE^i (infantile obesity), ±^^^#JiE#l(upper body obesity), 
JiE^^ (alimentary obesity), '|ife^tg^TttlE^(hypogonadal obesity), 
^##flE^j|fflJ5S5^ (systemic mastocytosis), ^M'ttM^ (simple obesity), 
tt''i>'l±IIE^ (central obesity) , iS:&/i:jt3^(hyperphagia), ISIIjISS*, 

10 ^mmmmtsi a-^m ^f e. , 

:*:^Bjo MCH j^^^j*3cti/?g»m^#i«> -^n^ti^t^m ( I ) ^rc\t ( 1 0 

25 mmm. ifim<mu mmu u^m. mmm:^^<DW^mm^m^^^ 
mmmthxit. mxu. d--x'>-i — ;k fyrfy. n- 
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ly^A, ^1:1^ \^^^V:^fS.^ii^mf^tl^. 

(L-HPC) i^iifdt^tf e>ns. 

p-;k D--7>nh-;k ^Bmm^>-y)i^^ jL^y-)W huxT^yp^ 

xr>A. m-fb^^.-tfbx'^A. ^y>5.T-TU>mi^U-feU>;^j:t*o#®«tt 

20 ;i/-k;i/P'-X:hhU'^A, ;<5^;Hr;i/P-X, t Kp^'>;»^^;Hz;1<'P— 
fc Hn^v'x5^;i/-ir;vp— k Hp^s^:/ptf;i/'fe;pp— x:^j:^<D^i*tt 

D-v>x] — ;i/;5:t**«^frfe>tiS. 

25 mmmtvxiit. mxit. vy^m. m^^^ ^mm, i^x^^m;^^© 
mmmtj^xit. mx^t. A^:t-^5^^s«i?xX5^jk^, ^pp:/:^'/ 
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<D MCH mm^^x^mmm^momm t vx\t. m^^t^ mi 
2^^Bj0!)MCHj#4iij?fij+O'fb'&ti (I) o^^Mi, ^^z^:^mm(Dmmu^ 

^#>:^^®*^ 0. 1 100 aa%T*§. 

15 

m 60kg) izmn^-^-r^m-^o i a ^fc d ©s^s^.-en^tiw^^^i'T?^ 

20 ^it^m (I) (10 $9 0.1 ;^Vil^JM7 500ing, ^fSKfSi^l 

;a:l^iL*«l 100mg> $ 6^c:^^'Sb< «*?J 5 ?S:ViU*9 lOOmg 0, JIOMS 1 

5tj . mz^^^m(D^mm<D^mi ^st^&ie^jtLT, 2^%B>g©MCH^$^^:^flJ 
25 43 J; xsmm^^m \z^Bm^'BLU-^m^mmmmm^m\^^^^iii)^x^^o 

mm mmm.i\:M^mM) i > my^m^mmi . rjft^^^j \ m^D-o 
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Kit-^U-Omm . JTT-5 0 1, GI-262570. MCC-55 
5. YM-440> DRF-2 5 9 3, BM-1 3- 1 2 5 8, KRP-2 
9 7, R- 1 1 9 7 0 27a:<i:d«^tf ^n^o 

5^^U-F, ^5^i^'J — b* (KAD- 1 2 2 9) , J TT - 6 Q SfSiEfi^m 

tib-f >XU>' ; -f-X hSfflViJt^X^^Wtci'&fiKbfck ^-1'>' 

:5^ U >;fe<i:j6«^tf StiS. '^>7s^)>iihX\t. 0. 4 5*^50. 9 (w/ 

'r>XU>lC«, 5S?m -t-WM^ iti^M;^:^ 
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13 3 7 H l^:^U >^^Wi^W)mtVXit. mX\tA J-9677, BUS 
-19608 5> SB- 22655 2. AZ 4 0 1 4 0 ;^t**^#J'f ^tl«. 

U>^'rH, l/y5^>> BAY-27-9955 fc!;i:/0«#tf en^o 

10 h ; 51^7.^5' y h ; ^tl^^^y h ; SNK-8 6 0 ; 

h : AR I - 5 0 9 ; AS-3 2 0 1 ?5:^:d«^tf e>ns. 

r/D^^-f >^:^-ifCRa«m^:bT«. «aj^fiNGF. LY-333531 TSl^d^^l-f 

;U> i^m^^T^U F, e^DX^^/-;i/, i^m^=^'>Ix5^>, ^nv<>hm. 
X5^;k ;<'7>5^> (memantine) , tf=<'ryFU> (pimagedline ; ALT-7H) 

20 ^mnua-^m^f^ti^o 
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yu;K T^-tyujk mm.) x^yj;^ u>'/>^u;k -i-sr^^yu;!/. 

*U'^A5=-\'>^;i'I^P^i:bTfi> -^J^t^py^ 0-7:^7'; A. L-27152. 
AL 067K NIP-121 ;^i:*«^tf ^n^c 

T>>':^T->i/> II it^^.tbT«, mxuu-^jv^y. t}yf^)V^y 
yu^z^^jw AVHf;i^^>, 'r;p^+J-;i/:5'>> cs-866. EAmfsi^iimif^ 
10 tis. 

15 -bunx:$'^>> ^^AT.tJ'^^^, zD-4 5 2 2S}fc«-en&o*g m. 

y^':r^-hmt^mthx\t. MXU^^y ^':^y~h. ^u/7^y 

25 
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5 mm^t vmsn^m-<DmM(o^^^. 2 ) mch t^mM^tci^trnMB^^tm 

3 ) MCH n^mnmrzummtmm tmmmmm t izmiitvxn' 
^n^2m(DmM<Dm—^^B.^x(Dmm^^^^^x(D^^. 4) mnt^mM 

■ ii^m^}zmM^tvxn^H^ 2m(DmM(Dm^^iSL-^m^x(ommm^^ 
15 -h, mmmz^Kfm±Misi-r^z.i:ffix^^o 

y^yommm. mmm^o r^iaj jioj^viLs o'c^&^b, mmM(o^ 
miz\tmyi^wtm-^^^->'>i^^ftitm:^mm'^h^)^2:.^mv^rco r%j « 
ii#fa ti a»/i—fe > h 

25 fe-C«Ufeo 

FABMS (pos) a. M&M^Wi^M&^^f^ (Fast Atom Bombardment Mass 
Spectrometry) \Z^i<f^ (+) feT'«LfcKftX^^^ hJUfa^S. 

:^X'^xm^^>E>nx\^^^^<Dm(Dmn\tym<DMf^^7Fi'r^ 

s : h (singlet) 
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10 



15 



20 



25 



d : ^-^Vv h (d ou b 1 e t) 
t : h'jyWy h (triplet) 
q : T)V^V V (quartet) 
m : h (mu 1 t i p 1 e t ) 

b r : H (broad) 

J : ;<7>y t'U >^S^ (c o u p 1 i n g constant) 

Hz: (Hertz) 

CDCI3: Mi7PP5i^;VA 

DMS O - d 6 : H 



i-x5^;i<'-3- (3->^pt5^;i/T5/ypb!;i') 



THF 
DMF 
DMSO 
WSCD 

wsc 

^H-NMR ::/Ph>M^*''f 

()l^:7U-'f*:S:.CDC 1 aifTfiiajtLfe. ) 
I R : ^9V^^7.^^ h}V 
Me : 

E t : X^^JP 

HOB t : l-th*P^'>-lH-'^>\/hU7\/-;W 

I p E : v^-r y T'P t!;ux— 7^;u 

DMAP : 4-i^7^5^;i/TSy tf'Ji^> 

lUPAC— lUB Co mm is ion on Biochemical 
Nomenclature ^ci;^llIS^afe§^.i^^^^^S^^c::fe^t^^tffilii§^^c 
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X-/ IN A • 




C U IN A 






y y . — X 


1 








C : 


V r 


RN A : 




mRN A 




a AT P 




a TT P 




a G i P 




a U 1 P 




A 1 P 




TT* "p\ 'T^ A 

llD i A 




S D S 




"C T A 

E I A 




G 1 y 




A 1 

Ala 


: y — ^ 


V a 1 


: / ^ U ^ 


Leu 


. t-| ^ -?> "^v 


T 1 0 




0 e r 




Th r 


: Xl/:^r:> 


Cy s 




Me t 


: ^g^:t:i> 


G 1 u 


: ^;i/^5>m 


Asp 




L y s 
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10 



16 



20 



26 



A r g 


: 7)V=^-> 


H i s 


: \l7s^V> 


P h e 


: ;P7^— > 


Tv r 


: ^ai'> 


T r r> 




Pro 


• >''d U > 






G 1 n 




Jt> vjr 1 


• \^ ^ /V ^ ^ CPC 


Me 


_ » -tr It "y* 


E t 


: X5^;l/S 


Bu 


: 


Ph 


: :7a:r:;US 


TC 


:5^TV^US^>-4 (R) -^Jk^i^^^itS H 



fB-r-5. 

Tos ■ : p- h;i/x>x;i'3j^— ;p 

CHO : jk;!^^;^ 

B z 1 : '^>>'Jl' 

ClgBzl : 2. 6 ->^t5'PO^>>';P 

Bom : '^>>f;i/:t=^^>'>^5^;i/ 

ci-z : 2-^DD'^>e^;i':t^r>';^;i'3iJ^x;p 

B r - Z : 2 - :/D^:^>>?;i/:4-^>';*7;Wfc;i/ 

Boc : t-':^h^'>*;i^:^— 

DNP : i>-Yuy:sLj'-)V 

T r t : h U 

Bum : t -:/h^v'J?^5^;i' 



wo 01/82925 



PCT/JPOl/03614 



86 



6 



HONB 



HOB t 



HOOB t 



Fmo c 



: 3, 4->^kKP-3-fcl^P^'>-4-:f^y- 

1, 2. 3-^>Vh07i^> 
: 1 -t HP=^i^- 5-y;WJl^;i/^>- 2. 3-z^iO)V 



DCC 



: N, N' -i^i^^U^^zyMJV^z^^ 



10 mnmn : i ) 

7 ^/ h SLC-l Kf cDNA <^;^:^ U (3^^ bfc-&J5K DNA S^T. 

GI3^J##: 2) 

7 ^/ h SLC-I ^n— \i-r^ cDNA ©Xi^ U — — ^i^f'^ffl Lfc-&figDNA <£5^-r. 
Ci3^J## : 3] 
15 "yyh SLC-l cDi^T ^ y M@2^?!J^.*t"o 

>;/ h SLC-l cDNA ©^^aia^JSr^To 
20 ^Vh SLC-l CHO tt©^^ P - >JC43ltS SLC-lmRNA ©^ii»<&iBiJ:^ 

t^rcmzmmi^ft^)^':fu—zf (riboprobe) *^*r. 

h h SLC-l ?&P- 5 cDNA <&5l#-r5feSi)lC^llb;fcB-^DNA SrS^f. 
25 kh SLC-l ^P-Kf •5cDNA&22is:^fc:-rSfcJS)t^fflU^:/^-1'"^-*^ 

mnm^- : 8] 

t h SLC-l ?&P- Ff-S cDNA^i^aSa^J^^f. 
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k h SLC-1 <D±y 5 y m@3>Rl*5^1". 
Ci3^J#^ : 1 0] 

t h SLC-1 (S) FT-S cDNAWX^ ^)—ZLyif\zUm\^1t.'^^mk^7rit, 

CSH^J#^ : 1 1 ] 

5 ti h SLC-1 (S) l^TS cDNA©7.i7 U-->^f Id^^Ufc-^^DNA^S^T. 

CE^J#^ : 1 2] 

t h SLC-1 (L) -^U— HT-ScDNAOXi^ ij — - >:J/t^ffib;'t'&^!KDNA^^t" . 
CSa^J##: 1 3D 

t h SLC-1 (L) ^P— Fi"^ cDNAOXi^ U ——^'^fc^ffl bfe^^KDNA Sr^T. 
10 CSS^jOT : 1 43 

fch b SLC-1 (S) cDNA ©^^SBB^J^^t*. 
C@BJ!I## : 1 53 

5' #ifcsai immwmi^^n^tx.. ^fes' MJci.spe i ^iiiiB?!id«#sn$n 

15 fct b SLC-1 (L) cDNA©±;^»ie^J^^t". 
C@B^J#-^ : 1 63 . 

kh SLC-KS) B^CH0iifflJ3S:fe<i:r/t h SLC-KL) ^^CHOSfflSS®^^ P-> 
lc::fett -5 SLC-lmRNA (D^M&aH^T^feJ&f-^^^ \^f^ 'J 7}^:/P-:/ 
(rlboprobe) Sr^'f'. 
20 ##^J 1 - 6 T# e> nfcg3^J## : 9 n^^i»@B^J □ - HT DNA 
*^tJ>^^;^5 Hiz:<i;S?l^@te«i# Escherichia coll DH10B/phSLClL8 tt, 
:qzfifel 1^2^ 1 07&^e.S^gl^#X^ft^l5^^^X#XllSW«T^m (N 
I BH) fc^ft#^FERM BP-6 6 3 2 tbT> 2 1 

m-^^nw^K • mmm^m ( i fo ifo 16254^1^ 

25 T^K^nrv^i). 
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1) 2, 6-:^:7^1x>>?;^j;l/7j?>'i?>^p^5^;l'X7.x;i^ (26. Og. lOemmol) 
^ N.N->'7^^;U*:;i'A75 K(500 ml)\zmMV. 1 NTK^-fb-^ h U ATKJt 

m (106 ml) ^1 0 or-cs o^j-;6iftT^iS.TL;^« smmmt^W:. mm^M 

6_(^ h:^^->:^j;Wxl?-;W-2-:?-7i$'^>;^;U3l^>m(i4.6g) 

'H-NMR (DMSO-dj) 6 : 3. 94 (3H, s). 8.06 (2H. m). 8.24 (2H. m), 8.69 (2H, 
10 s) . 

2) MiBi)T#fc 6-(p^ h=^zy:h )\^^:^)V)-2-i~y ^ U>ti M>m 
(5.00 g. 21.7 nunol) t h U X^^JVT 5 > (3.93 ml, 28.2 mmol) 5r tert-' 
:/5^;i'7;V'3-;i' (65ml)(C^^b, 7>^^bv^7xX;Ui!>X7f;U;U (5.62ml, 
26.1 mmol) ^2jpA, ^jBTS 04)-. 1 0 Ot^-eeBtTOM^Ufc, SJ^i^^^tS^ 

^>(50 ml)lr^«?b, ^K?&T. 7K^'ft;T;i'5X*:7AU^':7A(728 mg,19.2 

mmoi)*lin^> ^m-r^smmUWVrco S^S:MIc@^^x5^;k ioxirx>m7K 

h.;i/x> : @^Mx^;i/=i 0 : 1) mtam^n-^^-^y-^^ibB 

teri-^^Jl 6-(t KD=lr5/p^5";U)-2-:^:75^;P:t;-A*P^-h (2.26 

g) ^jsi^mmtvxnrco 

25 'H-NMR (DMSG-dj) 6: 1.51 (9H, s). 4.61 (2H, d, J = 5.7 Hz), 5.24 (IH, 
t. J = 5.7 Hz). 7.40 OH. d. J = 8.4 Hz), 7.49 (IH, m), 7.70-7.78 (3H, 
m), 8.07 (IH. s). 9.52 (IH, s). 
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: C. 70.31; H, 7.01; N, 5.12. 
^Wtm. : C. 70.36: H, 6.89; N. 5.14. 

3) HfllB2)T#fctert-y5^;W 6-i}:i\iU^zy:f>^}V)-2-i-y^}l^tl- 
;t;>^-h (1.00 g. 3.66 mmol)*>^^PP;*:5'Xl8 mOfC^^bv — ^-fbT 

6 >;y>{i.59 g, 18.3 mmoi) ^iux. ^Wli; 4mriitmvrco ^mm^^^ 

Wi. ^m^msTizmmi^. v?<yyDfcf;i/X-7^;|/;i>e.i®Sfb;bT. tert- 
6-7jN;l/5;^-2-:f75^;i/;i!j-A'^-h (889 mg) ^£:e6t»*iUT# 

'H-NMR (CDCI,) 6: 1.57 (9H. s), 6.76 (IH. br). 7.44 (IH. m). 7.83 (IH, 
10 d. J = 8. 4 Hz). 7.92 (2H, m), 8.09 (IH. s). 8.25 (IH. s). 10.10 (IH. s). 

(300 mg, 1.11 mmol) tz^/^^)VrS:>mBM. (270 ing, 3.32 mmol) 
/-JK2 mD^TT^h^k KP>"7>(2 ml) (Dm-^mmzmMh. ->7/hU 
fc: h*oja-5M:^hU'J'A (210 mg. 3. 32 mmol) *tP^, ^iaT?2l^W^*^b 
15 fee ;Kf&?Sic^^*U'>A7KM^i]p^. i^mxg^;n?amLfeo ttttil^^ 

-;V=1 0 : 1) iCTJW^Us mmit'^^ (242 mg) S:ilfe?ftt^tli:bT# 

20 'H-NMR (CDCI,) d: 1.55 (9H, s). 2.27 (6H. s), 3.54 (2H, s), 6.75 (IH. 
s). 7.32 (IH, dd. J = 3. 1. 8.7 Hz). 7.42 (IH. d. J = 8.4 Hz). 7.64 (IH. 
s). 7.71 (2H. d-Iike. J = 8.7 Hz). 7.96 (IH. s). 
2 

ieTt--f^)v 6-(i-tf o u -:^-;i/^5^;i/)-2-:^:75^;w*-A*>^- h 

25 " 

1 ® 2)T#fc tert-:>'^;U 6-(b HP^'>P^5^;^)-2-:^:75";^*- 

A;*— h(500 mg. 1. 83 mmol) t h UX5^;U75 >(0. 254 ml. 1.83 mmol)* 

7=- h 7 1 H P 7 ^ >(9 ml) \zmM\^> 3>K?^T^ iJ' >;^;i/JJ^x;U^ p U K (0. 142 
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ml. 1.83 mmoDSriJB^, mWi-V ZO ^W^l^fco ^mm^^^V. 
ml)\zmM\^. ^^;;!3U':7A(758 mg.5.49mmol), t!n U v'XO. 153 ml. 1.83 

h (388 mg) ^m^mmiit.vxmco 

'H-NMR(CDC1,) (5: 1.55 (9H, s), 1.80 (4H. m), 2.55 (4H. m). 3.74 (2H, s). 
10 6.62 (IH, s). 7.30 (IH. m), 7.45 (IH, m), 7.69 (3H, m). 7.96 (IH. s). 

tert-:/9^;i/ 6- (l-t!^U>^r:;i/pC5^;W-2-:^7g^;V'*-A>^-h 



15 (500 mg, 1.83 mmol)itf^U>^>(0.181 ml, 1. 83 mmol) S:ffl^iT^ #%«»J 
1 © 4) l^:|il®^fP*fT5 1 1 J; 0 , mm^t^'^ (305 mg) ^^^S-fetftt^^l i 

vxmco 

'H-NMR(CDCl3) 6: 1.46 (2H. m), 1.55 (9H, s). 1.58 (4H. m). 2.42 (4H, m), 
3.59 (2H. s), 6.60 (IH. s) 7. 31 (IH, m), 7.43 (IH. m), 7.64 (IH, m). 7.71 
20 (2H, m), 7.95 (IH. s). 



1 ) 1 (O Dxnft 6-(^ l>^r->*;i/Ji^::iJW-2-^7^ 

25 >^(1.00 g, 4.34 mmol)^ 4-:fD^:7— U> (747 mg, 4.34 mmol) , i^:^ 
5^JU75/ bfU v'^ (531 mg, 4.34 mmol) €r N,N-:^.>^5^;W7i^;i'AT$ H (10 




N-(4-yDt:7a:n;0-6-(t: H □=^^i^^5^;^)-2-:^:7 hT5 H 




wo 01/82925 



PCT/JPOl/03614 



91 



:/a^TX'jy);i57;UJl^— ;i/]-2-:>-:7 hx-h (954 mg) Sre^*»*tbx# 

•H-NMR ©MSO-dj) 6: 3.95 (3H, s), 7.58 (2H, d. J = 8. 6 Hz). 7.82 (2H, 
10 d, J = 8.6 Hz), 8.07 (2H, d. J = 8.6 Hz), 8.22 (IH, d, J = 8.6 Hz), 8.29 
(IH, d, J = 8.6 Hz), 8.63 (IH, s), 8.72 (IH, s), 10.64 (IH. s). 

2) ttriai) 6-[(4-::^n^TxU y);ty;i/sJ^x;W-2-:J-7 h 

X-h (900 mg. 2.34 mmoD^-rb^t Koy^XlO ml)t3^j|?b. ^kJ^T, 
7K^^bU^'^7AT;i/SX>i7A(178 mg. 4. 68 mmol) ^JD^, 2 NfW^*^ 

^S^b'&#»(349 Tng)^B^f^mtVXnrco 

'H-NMR (DMSO-dB) 6': 4.71 (2H, d, J = 5.6 Hz), 5.41(1H, t, J = 5.6 Hz). 
20 7.56 (3H. m). 7.82 (2H, d, J = 8. 4 Hz). 7.92 (IH, s), 8.02 (3H, m), 8.54 
(IH, s), 10.53 (IH, s). 



25 1) 6-T5/-2-pt5=-;W^y U> (1.02 g, 6.45mmol) StfUv^XSO 
ml)\zmMV. mTmm (0. 913 mi. 9. 57 mmoO ?£JIP^, ^jfiT 3 l^fpl^*^ 

N-(2-p^5^;i/-6-4^y ux;W7-feh7s K (i.20g) ^&m»^thxnrco 



l^mMm. (833 mg. 4.34 mmol) *iOA. ^iSTll^P^, 50t:T 2 ^WMJ^b 



N- [2- ( t H D ^ 9"; P) -6-:^^ / U x;|/] T-fe h 7 5 K 
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'H-NMR (CDCI3) 6: 2.22 (3H, s), 2.71 (3H, s). 7.25 (IH. m). 7.52 (IH. 
m). 7.95 (2H. m), 8.10 (IH. s), 8.30 (IH, s). 

2 ) SGIB 1) l^mrc N- (2-:^ 5F;I/-6-^ / U T-fe h T 5 h* (1 . 20 g. 
5.99inmol) ^^UU^JVA (30 ml) IC^flL, m-i^DDji^m*^ (2.48g, 

5 7.i9iiimoi) mux. mMrcsmmmi^i^rzo mm^^E.rm^^. ^\zm 

::i;WT-fe:hT5.H (1.06 g) ^B^m^thxmco 
'H-NMR (DMSO-dj) (5 : 2.12 (3H, s), 2.53 (3H, s). 7.51 (IH, d, J = 8. 4 Hz), 
7.76 (2H, m), 8.40 (IH, s), 8.48 (IH. d, J = 9.3 Hz). 10.36 (IH. s). 
10 3) mgB2)T?#feN-(2-^5^;i/-l-:t^->H-6-^/U:=^;W7-tebT^ K 
(4.64 g, 21.5'inmol)^il7KWm (110 ml) 8 0'CT?4NF^^i«^b 

m^:^^J-)\^ (110ml) (ci^^t^ ^KJ^T. l^jtJKBI^I:::^ h U-^^A (21.5 

15 ml) mwx. ^^aTiPtr^m^bfeo mm^w.^T\zm^vtc> n^ntcn 

;i/=5 : 1) t;:ckD«®!b, ^aiti^B^^xg^;!/-^ yy^t!;^x-7";l/ 
(l : 3) ^^^sM^-ftb, mmit-^m (2.65 g) ?&afei|f&*<fcbT#:fe. 

'H-NMR (CDjOD) 5: 2. 23 (3H. s), 4.89 (2H. s). 7.68 (IH, d. J = 8.7 Hz). 
20 7.78 (IH, d, J = 8.7 Hz), 7.95 (IH, d, J = 8.7 Hz), 8.27 (IH, d, J = 8.7 
Hz), 8.33 (IH, s). 



^mm 5 T?# e> ntz n- [2- c t o ^ ^ =^)V) -^-^ j u -M 7 h t = 

h* (1.00 g. 4.62 mmol){;ij^'ft;5":r-Jl' (23 ml) ^3!K?^T-eiQ^, 2^TO 




N- [2- (:J7 a D ;^ ^)V) -6-=^^/ U T-fe h T ^ H WkM. 



H 
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^t-^m (900 mg) ^m^tiyxmc. 

'H-NMR (CDjOD) <5 : 2. 23 (3H, s), 5.12 (2H, s), 8.08 (IH. d. J = 8.4 Hz), 
8. 17 (2H, s-like). 8.74 (IH, s), 9.01 (IH, d, J = 8.4 Hz). 

mmm 7 

5 2-(^aDp^5=-;W-6-^/Ur:;wT$> zmBM 



6 xn & nfc n- [2- d p -6-4^ y u h t 5 h 

m^tiOOOmg, 3.32 mmoOfcS^Jtiim (17 ml) ^MiX. mX:i;2mmm. 

10 UT^M'fb'&tl (849 mg) ^B^tLXmco 

'H-NMR (CD3OD) (5 : 5.07 (2H, s), 7.42 (IH, d, J = 2. 4 Hz), 7.71 (IH, dd, 

J = 2.4, 9.0 Hz), 7.95 (IH, d. J = 8. 4 Hz), 8.06 (IH, d, J = 9.0 Hz), 
8.78 (IH, d, J = 8.4 Hz). 

16 4' - D D-N- [2- (^ D n -6-^ ^ U W [ 1 , 1' - If 7 x W -A-tl. 



4" a p [1. r -If7 xn;i/]-4-*;i/3j^>m^ffl ViT, mmm 1 <o wsc Sfflv^ 

'H-NMR (DMSO-dj) 5 : 4. 95 (2H, s), 7.58 (2H, d, J = 8.4 Hz), 7.66 (IH, 

d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 7.8 Hz). 8.01 

(IH, d, J = 9.0 Hz). 8.09 (IH, m), 8.13 (2H, d. J = 7.8 Hz), 8.41 (IH. 
26 d, J = 8.4 Hz). 8.61 OH, s). 10.67 (IH, s). 




N 
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m&m 7 (D 1 N-[2-(l-t!P U >?:n;i/^5^;W-6-4^y U T-fe h 
5 75 h*(5.53 g. 20.5 mmoDJwiiM^ (100 ml) llOrT 1 l^ffliS*^ 

MffiT@*b, S^mx5^;i/-^^if>:d^6M'fb'&'^ (4.56 g) 

10 'H-NMR (DMSO-dj) 6 : 1.83 (4H, m), 2.62 (4H, m), 3.90 (2H, s). 3.92 (2H, 
br), 6.92 (IH. d, J = 2. 8 Hz), 7.15 (IH. dd, J = 2.8, 8. 6 Hz). 7.48 (IH. 
d. J = 8.6 Hz), 7.88 (IH, d, J = 2.8 Hz), 7.92 (IH, d. J = 8. 6 Hz). 
191!.^; 102-104t: 
10 

15 N- [2- [ (v'-r V y a tr;w7 5 / ) -6-^ y u w 7-fe h 7 ^ h 



5 -cntc N- [2- ( b H P ^ -6-^ 7 U — ;H 7-k h 7 S H S 

20 'H-NMR (CDCI3) 6 : 1.05 (12H, d, J = 6.3 Hz), 2.25 (3H. s), 2.95-3.16 
(2H, m), 3.93 (2H, s). 7.40-7.64 (2H, m), 7.80 (IH, d, J =8.4 Hz), 7.95 
(IH. d. J = 8.4 Hz), 8.05 (IH, d, J = 8.1 Hz), 8.28 (IH, br). 
^j^: 147-148 -C (M^^mm : 

m^m 1 1 

25 N-[2-[(>'X-2.6->^j>^5^;w-i-tf^u>'x;p)^^;W-6-^>' u-;W7-fe 

h7S K 



Me 




Me 
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6 'H-NMR (CDCI3) 6 : 1.02 (6H, d. J = 6. 2 Hz), 1.25-1.76 (6H. m), 2.24 (3H. 
s), 2. 50-2. 70 (2H. m), 4.01 (2H, s), 7.52 (IH, dd. J = 2.2 and 8.8 Hz), 
7.73 (IH, br), 7.83 (IH, d, J = 8.8 Hz). 7.94 (IH, d, J = 8.4 Hz), 8,. 04 
(IH, d. J = 8.4 Hz)., 8.29 (IH. d, J = 2.2 Hz). 
Tim^mm C,,H„N30-0.5Hj0ibT 
10 W-^M:C, 71.22; H, 8.18; N, 13,11. 
mfiSiU : C, 71.01; H, 7.81; N. 12.90. 
MM, : 120-122 "C m^imm : S^BIX5^;l'-^=^^-tl-» 

m^m 1 2 

2- (>?xg^;wT s y ^ ^)V) -6-4^ y u >t s > 




5 -C#fc N- [2- ( t h* a -6-^ J U T-fe h T S l« ^ 

ffl ViT, SIJS««J 6 (JD 1 ) ^^XSmmm 9 i:l^<ll0^f^*)iB;^fT5 H t ti: 0 > 

'H-NMR (CDCI3) 6 : 1.06 (6H, t, J = 7. 0 Hz), 2.60 (4H, q, J = 7.0 Hz), 
20 3.82 (2H, s). 3.91 (2H. br), 6.90 (IH, d, J = 2.6 Hz). 7.12 (IH, dd, J 
= 2.6 and 8.8 Hz), 7.54 (IH, d. J = 8.4 Hz). 7.86 (2H, d, J = 8.8 Hz). 
Mj^ : 93-94*0 (i®a«i« : >'X^;UX-5^;W'\+-y-» 

^mm 1 3 

N- [2- [ (2, 2, 6, 6-7^ h ^ 5^;i/-l- tf'^ U ^ -6-^ / U T 
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5 'H-NMR (CDCI3) <5 : 1.03 (I2H, m), 1.50-1. 73 (6H. m), 2.24 (3H, s), 4.07 
(2H, s), 7.40-7.57 (2H, m), 7.93 (IH. d. J=8.8Hz), 8.00 (IH. d. 1=8. 8Hz) , 
8.06 (IH, d. J=8.8Hz). 8.27 (IH, d, J=2.4Hz). 
1 4 

2- (4-d7 a D 7 oi n;!/) -5-* , s-i^-t^ijr y 



1) p-^^DD^^XT^I^xfc H (3.2g, 22.7iiHnol) , ^±7. (fcHo^^^i^ 
i^'J-M •^U>m.V:L^)\/ (5.0g, 22.7nimol) ^^tXp- h;i'X>;^;pjjN>^ 
l7j<^QtJ(0.44g, 2.3IIanol)©h;^X>(70ml)^^?g*^ Dean-Stark 182*^11 
ott^c 200ffii :^x:7^7>n4'■r2PtF^MTObfe, ^K^ti^^lS*?^^^, 

15 .^X5^;V^ lOOm 1 ^Jiqb, lN7jcm<fc:J-b,U'^A (50ml) , tK (50inl) ^ IS 
fn:tii7K (50ml) TlHSi^ife^^, -mm.^ ^-^-^y^ h.-^^'^^^li-^ MffiTMSr 

- g^mx5^;i/= 4 / 1 ) bii^^S t bT 2- (4-i^ a a 7 xx;W -5,5'- 
^Jfi)\/i^:!-V^-^-\,%-V^^-^y (5.9g. 76%) 
20 'H-NMR (CDCl,)d :1.27(3H, t, J=7.2Hz), l.SKSH, t, J=7.2Hz), 4. 13(2H. 
dd like), 4.20(2H, q, J=7.2Hz), 4.33(2H, q, J=7.2Hz). 4.85(2H, dd'like), 
5.46(1H. s), 7.32(2H. d, J=10.2Hz), 7.38(2H, d, J=10.2Hz). 
: 54-55 *C 

2) ISIBi) -e#fe2-(4-i>pn:7xx;u)-5,5'->?:^;i^4?xh^->-i.3- 

25 >?:t^+i-> (5.8g, 16.9 mmol) 90%Xi^ — ;U GOmnc^MU. dtlirTK 



10 
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mitiJU^A (3.8g. 67.7iiiiaol) *5n>tT 3 Btr^Ja^MottUfeo MffiTM 



'H-NMR (CDCl3) 6 :3.99(2H, d, 1=12. 2Hz). 4.50(2H, dd, J=4.6Hz, 12.2Hz), 
5.42(1H. s). 7.35(2H. d, 1=9. OHz). 7.42(2H, d, J=9.0Hz). 
: 164-165 V, ' 

■ 3) Mia2) T#fc2-(4-iJ'DD7ai:r;i/)-5,5'->':ij;i/3}^^S^-1.3->?:t 
10 =¥-l^> (4. 3g, IBnunol) ihUX5^;i/T5> (20ml) (OM-^tlS: 150*CT- 4 

mM\^s 2Ni|&mT?pH2 tc^«Sibfc. Jt^g^fiSfn^ft^TK-eifc^tb, OT-T^ 

^;W^?lfeTi5fe#U, mMfii|!»5|5i:bT®IB<b'&tj(3.09g. 85%)^#fe. 
15 FAB(pos): 243 [MH]* 
«!l!>^ : 183-184 "C 

^mm I 5 

6- (1- fcf^ 'J v'x;i'^ :^:7 ^ >-2-7 5 > 



20 #5t«si3T»fc tert-:/5^;i/ 6- (l-b;^u>?x;M5^;^)-2-:^:75^;^;^7- 
A*>^-h (710mg, 2.09inmol) ^V^}y}V^uW^ (10ml) JC^«?b> ^ifiT 1 
^l^^*^b;fc. &mmt:mmyWm\^. ^$JC@^Kx5^;W (SOinOSrJP;^, 
^;i!7UC/A*^J^(50ini). ^^:ftii7j<(50iDi)Tife#^, MHTii«Sb> Sffi 
^k-^t? (420ing, \.nmo\)^WB.^^^t\^xntc, 

26 'H-NMR (DMSO-dg) 6 : 1.38 (2H, m), 1.48 (4H, m), 2.32 (4H, br s). 3.44 (2H, 
,s), 5.30 (2H. br s). 6.79 (IH. s). 6,90 (IH. dd. J=8. 5 and 2.0Hz), 7.23 
(IH. d, J=8.3Hz), 7.43(1H, d. 1=8. 5Hz). 7.46 (IH, s). 7.54 (IH, d. 



5 3iX;i/)-5,5'-5^:^7;W3j^=^'>-1.3-i?:4-^+>-> (4.3g^ 82%) 




J=8..5Hz). 
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'H-NM {CDClj) 5:1.08 (3H, s), 1.10 (3H, s), 1.34 (3H, m), 1.55 (12H, 
m), 2.53 (2H. iii),.3.92 (2H. s). 6.58 (IH. brs), 7.30 (IH, dd, J=2. 2 and 
10 8.8Hz), 7.45 (IH, dd. J=1.5 and 8.5H2), 7.71 (3H, m), 7.94 (IH. brs). 
, 1 7 

6-[('>7.-2. e-s^^^'jwi-tf^u ^^'^Mi-y^ u>-2-rs.> 

Me 




mmmi 6T#fe tert-:/5^;p 6-[(>^;:^-2.6->»^9';P-l-tf'^U>'-;i/) 

'H-NMR (CDCI3) (5 :1.11 (3H. s), 1.13 (3H, s). 1.32 (3H. m). 1.56 (3H, 
m). 2.52 (2H, m). 3.78(1H, brs), 3.91(2H, s), 6.92(1H. dd, J=2.4 and 
8.7Hz), 6.96(1H. m), 7.38(1H. dd, J=l. 5 and 8. 3Hz). 7.61(1H. d. J=8.3Hz). 
20 7.63(1H, d. J=8. 5Hz), 7.68(1H. brs). 

6- (1- tr D u z^:^jv?^ i-y^u >-2-r s. > 

#%^J 2 terl-::^^;i' 6-(l-tfa U 'J:=.)V:^=^)V)-l-i-y'^)V'^— 

25 A*;>^-h2rfflViT, ^mmiSt:mUOt^^^fro^t\z^ri^ Mit^m 
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'H-NMR (DMSOrdj) 5 : 1.81 (4H, m). 2.56 (4H, ni). 3.74 (2H, s), 3.80 (2H, 
br), 6.93 (2H. dd. J = 2.1, 8.4 Hz), 6.97 (IH, d, J = 2. 1 Hz). 7.38 (IH. 
dd. J = 2.1. 8.4 Hz). 7.55 (IH, d, J = 8.4 Hz)." 7.61-7.64 (2H. m). 

5 mmm 1 9 

6- [(2. 2, 6, 6-T- h ^ ;< U ~:^:=.M p< y^V^T^y 



Me 



16 




'H-NilR (DMSO-d,) 5 : 1.02 (HH. s), 1.57 (6H. m), 3.78 (2H, br), 3.89 (2H. 
s). 6.89-6.98 (2H, m), 7.41-7.54 (2H. m). 7.63 (IH. d, J =8. 4 Hz), 7.76 
(IH, s). 
2 0 

N-[6-[(>?'i'yyatr;i/Tay)p^ ^)V\ -i-ry 5^; W -2- 1 h u ^ ~>-2- 



le 



ij -T N Me 



1) ^-i\LYU^yis^)V)-l-^yY—)\/ (500mg, 2.87inmol) Ov?p^5^ 
;i/7-fehT5H (4ml) ^fg^c:7fcK'^t;:^ h U "i^A (344mg, 8.61inmoI) SiP;t, 
20 mW^J^bfe. 2-':/P^-2-p^5";i'yp/1>y5 H (1.43g, 8.61nBnol) i3 
C7'ffc::*JU'^A (476ing. 2.87mraoI) S:lIP;JL, ^taT 16 I^WfllJ^bfc. WMk 

VyptTjl/X-T-Jl/fClJcOil-fef^^^tbT, 2-[[6-(t KD^->^5^;P)-2-:f 
26 7^;i/]:f^5>]-2-p^5^;l/yp/1>75 F(506ing) 
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'H-NMR (CDCl,) 6 : 1.61 (6H. s). 1.85 (IH. t, J = 6.0 Hz), 4.84 (2H, d. 
J = 6.0 Hz), 5.57 'OH, br), 6.68 (IH. br), 7.16 (IH, dd, J = 2.4, .8.7 
Hz), 7.28 (IH, d. J = 2.7 Hz), 7.47 (IH, dd, J = 1.8, 8.7 Hz), 7.72- 
7.78 (3H, m). 

5 2) tfiHi) -e#^n:fc2-[[6-(t HD=^'>p^5^;^)-2-:^:75^;^]:t^ 

>']-2-;j^5^;i':/a/1>TS F (200mg, 0. 771minol) (Di^;f^9-)V-^)VA7 B. }^ 
(2. 3ml) t l,3-i^^^)V-Z, 4, 5. 6-5" h ^ t K a-2 (IH)- 1! U 5 z^/ > 
(0.23inl) mmiZTHmiti-hV^A (68mg, 1.70jDmol) ^ilDA> lOO'CT? 1 

HP=^>';*^;W-2-:^-79=-;v]-2-j?c9';w:/a/t>T5 F (somg) 

3 ) ftflB 2 ) -lr# ^. n/c 2- 1 H P '>-N- [6- ( t H P 4^ ^^JU) -2-± V 
15 9^;i']-2-p^g^;i'7'Pn>yS H (lOOmg, 0.386iiunol) t.m%{^'^^ (192mg, 
0. 578iiimol) (D>?^PP;<3'>(2. 3ml) ^^(C h 'J 7xr.;i/7iN7>:7-i' >(121mg, 
0.463mmol) ^JlP^s ^Mlr 4 BtMi^bfc. S/iS?S<&T;i/$:^:i» 7 P V 

20 mjd^d^b, >?x5^;i/x— 5^;i/T-«5#^, im\z.mifi^y'Oh.^nx'i^wsL 
hrmm^it.. mmiws.ymm.. #^nfe^36ST;p5!?-:«7^A^Pv 

*i:UT, M-fb-^tJ (58mg) ^#fco 
25 'HNMR (CDCI3) (5: 1.05 (HH. d, J = 6.6 Hz). 1.60 (6H, s), 2.24 (IH, s), 
3.05 (2H, m). 3.76 (2H. s), 7.50 (2H. m), 7.73 (3H, m). 8.25 (IH, d, J 
= 2.2 Hz), 8.79 (IH. s). 
2 1 

]-[(6-^ h^i^-2-i~y^)i'):^^M\fa^Ji^> 
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6-^ h^>'-2-:?-7 h7;Pxk H (3.00g. 16. Immol) t\fu^Ji^> (2.mi. 
32.2iBmol) 07^h^tHP7^> (32inl) tmm (16ral) mm\ZhV7th 
^->bI^D>i^'^^:^hU.«^7A (6. 83g. . 32. 2mmol) § O'CejO^, ^iSTYBf 

bfco M<£MffiTMbT, ^mit^^ (3.89g) <£#Ac:o 
'H-NMR (CDClj) 6: 1.80 (4H. m), 2.54 (4H, m), 3.74 (2H, s), 3.92 (3H, 
10 s), 7.13 (2H, m), 7.45 (IH. m), 7.68-7.73 (3H, m). 
##^J 2 2 



##^ftj 2 1 T# 6. tlfc 1 - [ (6- ^ b ^ ~>-2-^ y 5^; W tf □ U > 

15 (3.63g, IS.Ommol) O 48%:R:lt;7jc^^ (75m]) I OOX:-^ 6 m^mWV 

-r y :7'o tf;i/x-5^;i/T?i5fe#LT. (2. 45g) <&^i6l!»*<i: Lt# 

'H-NMR (CDClj, free base) d: 1.80 (4H, m). 2.71 (4H, m), 3.77 (2H. s), 
20 5. 20 (IH, br), 6.78 (IH. d, J = 2.6 Hz), 7.85 (IH, dd. J = 2.6, 8. 8 Hz), 
7.31 (2H, s-like) , 8.43 (IH, d, J = 8.8 Hz) , 8.56 (IH, s). 

mmm 2 3 

2-^^JU-1.2,3.4-r h7t h*D^>V[b] [l,6]:f-75^Ui^>-8-TS> 



;U-4-br^'J>'y > (0.89inl, 7. 22iranoi) ©X^/— ;U (108ml) m^\Z4m 





25 



1) 2-7 5/-5-XhD^>XT;i/xb Hd.OOg, 6.02inmol) t\-^=^. 
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i^7mit±h^)K7A (9.0ml) ^mwivm^. eo'CT 1 NFP^^*^bfe. mm^ 

5 i?^V'fu\d)\^JL-^MzJ:r)B^tLX, 2-^5';P-8-::ihD-l,2.3,4--r 
h^t h*D^>^/[b][l,6]:^y5=•U>^> (430iiig) <^#fco 
'H-NMR (CDCI3) <5: 2.55 (3H. s). 2.92 (2H. t. J = 6.0 Hz), 3.32 (2H, t. 
J = 6.0 Hz). 3.82 (2H. s), 7.96 (IH. s). 8.10 (IH. d. J =9.0 Hz), 8.40 
(IH, dd, J = 2.7, 9.0 Hz), 8.71 (IH, d, J = 2.7 Hz). 

10 2) lOIBl) T#fc2->^5^;i/-8--ha-1.2,3,4-xh-7t HP^>V 
[b] C],6]:^:75^U^^> (413mg, 1.70minol) 1 10%/^?^ v^^7A-^^0;>^:^ 

jv (9.5ml) mmm^7i^mnm^y'C2mmw.w\^ft, fm^^Mhtc^^. ^ 

(315mg) 

15 "H-NMR (CDCI3) 6: 2.51 (3H. s), 2.86 (2H; t, J = 6.0 Hz). 3.20 (2H, t, 
J = 6.0 Hz), 3.73 (2H, s), 3.88 (2H, br), 6.83 (IH. d. J = 2.4 Hz), 7.09 
(IH, dd, J = 2.4, 9.0 Hz), 7.53 (IH, s). .7.80 (IH, d, J = 9.0 Hz). 
2 4 



20 



H 

•N 



1) X5^JW 5-\:il«D=^^->-lH-<>H— ;W2-;*;;i/3t?^>'l/— h (508mg, 
2.48romol) x l-r^O^-4-(:;^D^p^^;W^>if > (681mg, 2.72mmol) 
m.fl^)'^!^ (684mg, 4.95mmol) <07-^h=-h^) )V (I2ral) ^^gfS SCCT 3 

tcJzOiitMbT. -rV7'ofcf;i/X-5^;wcJ;t)«»*<b:LT. x5^Jl/ 5-[(4->^ 
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U^^>i^)V):t^>'']-m-'i>\^'-}V-2-tl)V^^zy\^—h (565iiig) Sr#;fc. 
'H-NMR (DMSO-dj) 6: 1.33 (3H. t, J = 6.9 Hz). 4.32 (2H, t. J = 6.9 Hz), 
5.08 (2H. s), 6.98-7.04 (2H, m), 7.18 (IH, d, J = 2.4 Hz). 7.36 (IH, d, 
J = 8.7 Hz). 7.43 (2H. d. J = 8.4 Hz). 7.59 (2H. d. J = 8.4 Hz). 11.77 
5 (IH, S). 

2) MIBl) T#e.nfeX5^;l/ 5-[(4->^D^:^>>';P)^+v]-lH-l'> 
K— ;p-2-;>?7;i'^=^>'l/— h (SOOmg. 0.802niinol) (^p^ h ^ k H p:7 ^X4]d1) 

mwz. 0'C-r7K^'fbU^"^AT;i'5:n':7A (BO.smg, i.eoimnoi) ^ia^. i 

-f VyDt!;VX— T-;Pt^4l^->'ta:Dl|»5f5<bUT, ^Mlb^t) (219ing) Sr. 

•H-NMR (DMSO-dj) 6: 4.55 (2H. d. J = 8.4 Hz). 5.05 (2H. s). 5.19 (IH, 
15 t, J = 8.4 Hz). 6. 16 (IB. s). 6.74 (IH, dd, J = 8. 8. 2. 2 Hz), 7.03 (IH. 
d. J = 2.2 Hz), 7.20 (IH, d, J = 8.8 Hz). 7.41 (2H. d. J = 8.4 Hz). 7.57 
(2H. d. J = 8.4 Hz). 10.84 (IH. s). 

mmm i 

20 4'-i7Da-N-[6-c(N. N->^p<5^;i/75/)^^;w-2-':^7^;wci,r-t* 

7 3:n;W-4-*;i/3j^^iJ-a H 



##^n?#;fc tert-:/5^;i/ 6-[(n.n->?p^5^;w7^/)p<5^;1']-2-:^75^ 

(237 mg. 0.789 mmol) ^V^)y)V:^umk (4ml) \zmM 

^*U'i7A7K^i^*/iti;t. s^Kx5^;i/7?i*mL/fc. mmm^mm-BimM^m 
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iruu\fyx.=L)V^Jl^'^>m 084 mg. 0.789 mmol) ti^^^'JUTS / fcf U 

(96.4mg, 0.789 mmol). * N.N->?p^9^;U3i^;PA75 H (4 ml) 
JKJ^Tlc: l-X^;W3-(3-v^;>^5^;l/75 / -/a \d)V)-:ti)V:^z^.^ 5 h*^m«l 
(151 mg, 0.789 mmol) ^MX. ^WlI^ I Gm^UW^ft, KfSHStCS^i^X^^ 

<y:/Dfcf;i/x— (1:5) <Dii-&^^*^e.i^^'fbL, ^m'c^m (207 

mg) S:afi«&5l5i:UT#fe. 
10 'H-NMR (DMSO-dj) 5 : 2.19 (6H. s). 3.53 (2H, s), 7.45 (IH, J = 8. 4 Hz), 

7.58 (2H, d. J = 8.4 Hz), 7.73 (IH, s), 7.85 (7H, m). 8.12 (2H, d. J = 

8.4 Hz), 8.45 (IH. s), 10.49 (IH, s). 

PAB(pos) : 415.2 [Ji+H]* 

M : 230-231 r 
15 ^Jfifll 2 

4" u D-N-Ee-d-tfp 'J >?:r;^p(5^;^)-2-:^>'5=•;^] [i. i' -t:"7xx 



20 A*^— h(387 mg. 1.19 mmol). 4'-i7poif7xx;i/;«7;i^3j^>^ (112 mg; 
0.482 mmoDSrfflViT, IIJS«3J 1 ilnl^iOSIf^^fT^ C itc J; D^S^b^tJ 
(212 mg)<£6m*tbT#fc. 

'H-NMR (DMSO-d,) 6: 1.71 (4H. m). 2.47 (4H. m). 3.71 (2H. s). 7.46 (IH. 
d. J = 8.4 Hz). 7.57 (2H. d, J = 8.4 Hz), 7.75-7.89 (8H, m), 8.12 (2H. 
25 d, J = 8.7 Hz), 8.45 (IH. s), 10.48 (IH. s). 
FAB (pes): 441.1 [M+H]* 

: 214-217-0 (^S<b« : mm:L^)\^-y>^ VZtu tfjl/X-x^V) 
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4' -i7 D p -N- [6- (1 - if'^i u w y ^JV] [1 , r - If 7 X n 



hOOOmg, 0.42 mmoDt 4'-i^nDE7x:i:;V:*7;i/3l?>il (116 mg, 

o.49ininoi)SrffliiT.^ifi^«ji tmm<Dmip^nv :it\zj^K)^mi[:'^mim 

'H-NMR (DMSO-dj) 6: 1.41-1.51 (6H, m>, 2.37 (4H, m), 3.56 (2H. s), 7.46 
10 OH, d, J = 8.4 Hz), 7.58 (2H. d, J = 8.7 Hz), 7.72 (IH, s). 7.80 (7H. 
m). 8.12 (2H. d. J = 8.7 Hz), 8.45 (IH, s), 10.48 (IH, s). 
MM. : 220-222*0 (.B^imm : @^MX5^;i/ - i^-T V tfjVX— 

N-(4-::;^p*:7xn;i/)-6-[(>'p^^;i/T5y)p^5^;W-2-:^7 hrs K 



4 N- (4-::^ p ^ :7 X — ; W -6- ( b H p -2-':h y h 

T S H (349 mg, 0. 980 mmol) . h UX5^;i/Ta >(0. 164ml, 1. 18 mmol) Sr N, N- 

i^>^5^;i/5js;i.AT5 H(5 mi)tc^^b> ^KJ^Tm-ffcip^^ >x;i'*;x;Ko. 091 

ml. 18mmol)^J)DA,30^rBmJ*Ufc:c>Kf&^l'>'^^;V'T5>iim^(160mg, 
20 96 ininol)^^m;^U'^A(406 mg, 2.94 moD^iU^. CCCT 16 B^FbIWU 

25 'H-NMR (DMSO-dj) 6 : 2.19 (6H. s), 3.57 (2H, s), 7.57 (3H, m). 7.81 (2H, 




##«fil3 7?#fc tert-:/5^;u 6-(l-kr^Ui^x;^^5^;^)-2-:^7^;^*- 



15 
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d. J = 9.0Hz), 7.87 (IH, s). 8.00 (SH.m). 8.54 (IH. s), 10.52 (IH. s). 
N- (4V:J7 p D [1 , r- tf 7 X Zi)V] -4-f }V) -6- [ (N, N-i^ 5^;l'7 5 / ) 7^ 5^ 



m-mm 4 -r^fe N- (4-:f a ^ 7 x U) -6- [ (i^ ^ / ) 5^; W -2-:^ 



mmol), 2*i^^lt:^hU':7A(0.668 ml, 1. 34 mmol) h^,->X^ > (3 

ml) t7^b^t>D7^>(0. 3inl)©M-&?§t^tC}^^U> ^^^H^T, 
10 ^^7. hU:7xiiJW5iNX7-i'>/^9v^t7A(11.6 mg, 0. 01 mol) S:JP^> 90*0 

?feW^x9^;i/tv^-ry::^Dtr;i/x— (1 :3) oU'^^Ws^^^^^tv^ 

15 ^mit-t^ (42 mg) <£Sfi)|s&*tLT#fc, 

'H-NMR (DMSO-dj) 6: 2.21 (6H, s), 3.59 (2H, s), .7.51 (2H, d, J = 8. 7 Hz). 
7.59 (IH, d. J = 8. 1 Hz), 7.72 (4H ,m), 7.89 (IH, s), 7.95 (2H, d. J = 
8.7 Hz), 8.05 (3H, m), 8.58 (IH, s), 10.53 (IH, s). 
: 240-242t: 

20 • mmm 6 

4' -iJ7 □ D-N- [2- [ (N, N-v'pl 5 y ) ;^ -6-=¥ J U x;W [1,1 ' - tf 

7xx;i']-4-;<7;i'3}?=^^+>-5 H 



1) #5^^J5-Ct#feN-[2-(k HD^>'p^5^;W-6-^y Ux;i/]T'thT5 




Me 



6 



:7 hT5 H(128 mg, 0.334 mmol)> 4-5'DP7xx;i/7j?a>^.(62.7 mg, 401 
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H (92.3 mg, 0.427 mmol) t hUX5=:;UT5> (0.0712 ml. 0.512 mmol) 

)V (0.0396 ml. 0.512 mmol) ^WX. 3 O^m^htco RJH^mzt^^f^^^)]/ ' 
75.>mM^ (69.6 mg. 0.854 mmol) t^M:^V^J^ (177 mg. 1.28 mmol) 

y^- mmmmimmj^^M i-j;«9*ssb,N-[2-[(N;N-v^g^;u75y) 

p^5^;W]-6-^/U— ;W7-feh7S H (71.9 mg) ^?ftt^t)<h bT#^. 
10 'H-NMR (CDCIj) 6: 2.25 (3H, s), 2.34 (6H. s), 3.76 (2H. s). 7.45-7.58 
(3H, m), 8.02 (IH. d, J = "9.0 Hz). 8.09 (IH. d. J = 8.4 Hz), 8.31 (IH. 
s). 

2 ) mmi) -vmc n- [2- e (n. n-5?p^ ^)V7 s y ) ^ 5^;w -6-^ / u 

T-thT5H (1.9mg, 0.296 mmol) (1.5 ml) \zmMU 110*0 

(68.8mg. 0. 296 mmol) tv'p^^^Jl/T^ / tfU (36. 1 mg, 0.296 
mmol)*N,N-i?^5^;b*;C'A75 H(1.5 ml)Mj5?b, »T> l-x5";U-3- 
20 (S-i^^^^Jl'T^ / :/P bf;W-*;i/3j^i^-f a (56. a mg. 0. 296 mmol) 

^- (MH^iSE ; B^^x5^;W fc<fcOimSiU, B^^x^;v->'-r y:7'a t!;i' 

25 X-T-;W (1:5) /i>e>iSS<bb> ^ffi^b-^tl (60.6mg) <£afi«»5|5tUT 

'H-NMR (DMSG-dj) (5: 2.23 (6H, s), 3.67 (2H, s), 7.58 (3H, m), 7.82 (2H, 
d, J = 8.4 Hz), 7.89 (2H, d. J = 8.4 Hz),. 7.96 (IH, d, J = 9.0 Hz), 8.04 
(IH. dd, J = 9.0. 2.1 Hz), 8.13 (2H, d, J = 8.4 Hz)* 8.29 (2H, d, J = 
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8.4 Hz). 8.52 (IH. d. J = 2. 1 Hz), 10.60 (IH, s). 
FAB(pos) : 416.1 [M+H]* 
SS^i^ : 219-221'e . 

4' -yjU^a-H- [2- (1- tr P U -6-4^ y U :=-JU] [1 . 1 • -tf 17 X 

n;W-4-5b;ni^=^iJ-5 H 



1) ##^j5T#fcN-[2-(t HP=^^v'^5^;W-6-=¥/ Ur:;i/]7-fehT5 

H t tf p u >'>^ffl viT, ^ifi^j 6 CD 1) tm^omi^^n'^ z. t\zj:. k> > 

10 N-[2-(l-krPU>^-;^^5^;W)-6-=^yU^;W7-fehTS HSefei|!»*<i:L 

'H-NMR (CDCl,) 6 :1.85 (4H, m), 2.24 (3H, s). 2.70 (4H, m), 3.99 (2H, s), 
7.58 (2H, m), 7.80 (IE. s), 7.98 (IH, d, J = 9.0 Hz). 8.07 (IH. d, J = 
8.4 Hz). 8.29 (IH. s). 
15 2 ) S5f3 1 ) N- [2- (1 - P U =^)V) -6-^ / U T-fe h 

H<h4'-7;l';^-Plf 7x-;i'?57;i'7}?>^<£fflViT, |I»J6 0 2) tl^^l 

'H-NMR (DMSO-de) 6:1.76 (4H, m), 2.61 (4H, m), 3.94 (2H, s), 7.36 (2H, 

in), 7.59 (IH. d, J = 8. 4 Hz), 7.87 (4H. m). 7.99-8.14 (4H, m), 8.30 (IH, 

20 d, J = 8.4 Hz), 8.54 (IH. d. J = 2.0 Hz).. 10.61 (IH. s). 

PAB(pos): 426.1 CM+H]* 

mM. : 190-193'c mmmm : H^s^x^;p-':<'-i'yypfcr;i/x-x;w 

4* P P-N-[2-(l-bf P U i^-JV^5^;W-6-=^>' U [1. 1'-tf 7xn- 

25 ;P3-4-*;i'3j?^iJ-$ K 
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CI- 



? © DT^^ N-[2-(l-hf □ u i?-;M5^;w-6-^y u h 

5 'H-NMR (DMSO-de) 6: 1.77 (4H. m). ^65 (4H, m). 3.98 (2H, s). 7.59 (3H, 
m), 7.59 (IH, d, J = 8. 4 Hz). 7.87 (4H. m), 7.99-8.14 (4H, m), 8.30 OH, 
d, J = 8.4 Hz), 8.54 (IH, d, .J = 2.0 Hz), 10.61 (IH, s). 
FAB(pos): 442.1 [M+H]* 

mM. : 200-20213 m^^mm .• S^mxg^jp-i?-!- y :;/n tr;ux— 7";i/) 
10 Mt&m 9 

4'-r';U:tP-N-[2-(l-t!^U>^n;i/;>^5^;W-6-^/ Un;W [l,r-t*7x 
-;W-4-5t7;W3i?^r-tf-5 h* 



15 h*i:tf^U5?>*fflViT, ^ii^6©i)i:|^<^<Z)^f^^fT-5c:tie:*0> 
N- [2- (1- tf ^ U v'n;!/;*^ -6-^ / U T-fe h T 5 H e^««>5fc<h b 

'H-NMR (CDCI3) 6: 1.47 (2H. m), 1.64 (4H, m), 2.25 (3H. s), 2.55 (4H. 
m), 3.83 (2H. s), 7.55 (IH, dd, J = 2.4, 9.0 Hz), 7.60 (IH, s), 7.67 (IH, 
20 d, J = 8.4 Hz), 7.98 (IH, d, J =9.0 Hz), 8.08 (IH. d, J = 8.4 Hz), 8.30 
(IH, d, J .= 2. 4 Hz) . 
2) BflgBl) "T?#fcN-[2-(l-tf^U>^-;pp^5^;W-6-^y U::iJWT-feh 




1 ) 5-r#fc N-C2-(b Hn^->^9^;i')-6-=^^/ ^J=iMT± h75. 
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'H-NMR (DMSO-dj) 6 : 1,44 (2H, m). 1.56 (4H, m),. 2. 50 WH, m), 3.77 (2H. 
s), 7.35 (2H. m). 7.60 (IH. d. J = 8.7 Hz), 7.81-8.14 (8H. m). 8.30 (IH, 
d, J = 8.4 Hz), 8.54 (1H, d, J = 2.0 Hz), 10.61 (IH, s). 
FABCpos): 440. 2 [M+H]* 

5 M}^ : 202-204r : wmx-^JV- i^^ V hf ;i.x-5^;P) 

%WS^ 1 0 

4'-:j7DD-N-[2-(l-lf^U>'~;l'^5^>'U)-6-^/ ^i^M [1, l'-t':7x- 




10 9 03 1) N- [2- (1- tf ^ U v'r:;!// ^)V) -6-^ y U Tiz: b 

7^ h*t 4'-i7Dntf7xn;i/*;pj|^>'^^fflViT. IIM^aJ6®2) tl^^tl© 

'H-NMR (DMSO-d,) d : 1.47 (2H. m), 1.61 (4H, m), 2.50 (4H, m). 3.33 (2H, 
s), 7.61 (3H, m), 7.81-7.90 (4H. m). 7.98-8.15 (4H, m), 8.34 (IH, d. J 
15 = 8.4 Hz), 8.57 (IH, s), 10.65 (IH, s). 
FAB (pes) : 456.1 [M+H]* 

Mj^ : 211-213^ immimm : wx^^jw-i^-Y v:/abf;i'X— 7^;i/) 
mmm 1 1 

4" -i^ D P -N- [2- (4- 1 ;P3Jn u x;|/^ -6-^ y U x;i/] [i , i ' - tf :7 x x 
20 ;W-4-*;i/3}?=^^-tJ-s K 

H 

1 ) 5 -vrntz N- [2- ( b H D p< 5F;I/) -6-=¥ / u x;n T-fe h T $ 

N-[2-(4-^;V3f; u x;i/;»^5^;i/)-6-^^y u x;w r-fe hra F si^mt bT# 
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'H-NMR (CDCI,) <5 : 2. 25 (3H. s). 2.55 (4H. t. J = 4. 5 Hz). 3.75 (4H. t. 
J = 4. 5 Hz). 3.81 (2H. s). 7.42 (IH, br), 7.51 (IH. dd, J = 2.4. 9.0 Hz). 
7.60 (IH. d. J = 8.4 Hz). 8.01 (IH, d. J = 9.0 Hz). 8.09 (IH, d. J = 8.4 
5 Hz). 8.32 (IH. d. J = 2.4 Hz). 

2 ) MfB 1 ) Trntc N- [2- (4-^;i'*: U J U :=.)V] 7t h 

'H-NMR (DMSO-de) 6 : 2.45 (4H, t, J = 4. 5 Hz). 3.61 (4H, t, J = 4.5 Hz). 
10 3.74 (2H. s), 7.59 (3H, m), 7.82 (2H, d, J = 8.4 Hz). -7.88 (2H, d, J = 
8. 4 Hz). 7.97 (IH. d, J = 9.0), 8.04 (IH, dd, J = 9.0. 2.1Hz). 8.13 (2H. 
d. J = 8.4Hz). 8.30. (IH, d. J = 8.4Hz). 8.52 (IH, d. J = 2.1 Hz). 10.60 
(IH. s). 

Tvm^mm c„H„ciN,o,ibT 

m ff^M:C, 70.81: H. 5.28: N. 9.18. 
rnmm-.O, 70.66: H. 5.31; N. 8.90. 

: 236-238t: • m^itmM : i^i?x5^ji/- i^-f v :/P e;px-x;W 
mmm 12 • 

n-[2-(4-^:;1/3JnU -;u^5^Jl/)-6-:^^/ U-JW [1. i'-tf7xx;W-4-;*j;i/ 
20 h* 

H 

mmm 1 1 © 1 )t#^c n-[2-(4-^;i/jj^ u -;i/^^;V')-6-^y u =.)V\ 7-fe 

25 'H-NMR (DMSO-de) 6 : 2.47 (4H, t, J = 4. 5 Hz). 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H. s). 7.44 (IH, m), 7.53 (2H. m). 7.61 (IH. d. J =8.4 Hz). 7.78 
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(2H. d. J = 7.5), 7.88- (2H. d, J = 8.4 Hz). 7.97 (IH. d. J = 9.0 Hz), 
8.04 (IH. dd. J = 9.0, 2.1 Hz), 8.12 (IH, d. J = 8.4 Hz). 8.30 (IH. d, 
J = 8.4 Hz). 8.53 (IH. d. J = 2. 1 Hz). 10.59 (IH, s). 

. Ttm^mm c„h„n,o, • o. 5h,o t 

6 f+W^:C. 74.98; H, 6.06; N, 9.72. 

: C. 75.08; H, 6.07; N. 9.80. 
M}^ : 214-215t: m^imm : imx^;i/-i^'f VT^a }d)VJL-^)V) 

m^mm 1 3 

4'-:7;i/:tD-N-[2-(4-^:;w*:U-;w^5^>'W)-6-=^/ u-;w [i,r-bf7x 



15 'H-NMR (DMSO-de) 6 : 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H. t. J = 4.5 Hz), 
3.74 (2H. s). 7.35 (2H. m). 7.61 (IH. d, J = 8.4Hz), 7.84 (4H, m). 7.96 
(IH, d. J = 9.0 Hz). 8.04 (IH. dd. J = 9.0, 2.4 Hz). 8.12 (2H. d. J = 
8.1 Hz). 8.30 (IH. d. J = 8.4 Hz). 8.53 (IH, d, J = 2.4 Hz), 10.59. (IH. 
s). 

20 TtmS^mm C„H„FNsO,tl/T 

: C, 73.45; H, 5.48; N. 9.52. 
: C, 73.37; H, 5.36; N, 9.52. 

2ii-2i2t: (m^imm:mmjL^j\^->>^'jfa}djvjL-7-jv) 

25 6-(4-p^g^;!/:7xn;i/)-N-C2-(4-^:;i^*U~;Wp^^;W-6-^/ 
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^ifi-gail 1 ©l)"e#3'S:N-[2-(4-^;i/3f^U::i;i'^5^;W-6-^>"jn;i/]T-t 

5 'H-NMR (DMSO-dj) 6 : 2. 39 (3H, s), 2.45 (4H, t, J = 4. 5 Hz). 3.61 (4H, 
t. J = 4.5 Hz), 3.75 (2H, s). 7.36 (2H, d, J = 8.4 Hz), 7.62 (IH, d, J 
• =8;4Hz), 8.01 (2H, m), 8.12 (3H, m). 8.31 (IH, d, J = 8.4 Hz). 8.42 
(IH. dd, J = 8.4, 2.4 Hz), 8.52 (IH, d. I = 2.4 Hz). 9.23 (IH. d. J = 
2.4 Hz), 10.72 (IH, s). 
10 ^m^mm. C„H„N40,-0.5H,Oi:UT 
f^^fii :C, 73. 95; H, 5.98; N. 12.78. 
: C.73,92; H,5.92; N. 13.01. 
i64 : 214-216'C m^imm : WmxgFjP-i^-f V':^U tfjl/X-T^;!/) 

mmm 1 5 

15 N- [2- [ (>>^^;V7 5 y ) ^ -6-^^ U [1. 1 • -If 7 a: -;i/3 -A-tl 




mmm e ® 1 ) i^mrz n- [2- c (n, nji^^ ^)vy 5 y ) J-M -6-4^ / u x; w 

'H-NMR (DMSO-dj) 6 ; 2.23 (6H, s), 3.66 (2H. s), 7.52 (4H, m), 7.78 (2H, 
d, J = 7.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 7.96 (IH. d, J = 9.0 Hz). 8.04 
(IH. dd. J = 9.0, 2.1 Hz). 8.12 (2H, d, J = 8.1 Hz). 8.29 (IH. d. J = 
8.4 Hz), 8.53 (IH, d, J = 2. 1 Hz), 10.59 (IH, s). 
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Ttm^mm- c„H„N,otuT 

tHI'llt C, 78.71; H, 6.08; N. 11.02. 
mm^:C. 78.44; H. 6.07; N. 11.01. 

mj^: 191-19413 c^^<kW:@^mx5^;i/->^^y:/Dtf;i/x— 
5 mmm i e 




F' 

mmm e © i ) n- [2- c (n, ^ 5 y ) y -6-=^^ y u 

'H-NMR (DMSO-d,) a : 2. 23 (6H. s), 3.67 (2H, s), 7.35 (2H, m), 7.58 (IH. 
d, J = 8.4 Hz), 7.84 (4H. m), 7.96 (IH. d. J = 9.0 Hz), 8.04 (IH, dd, 
J = 9.0, 2.3 Hz). 8.12 (2H. d. J = 8.4 Hz). 8.28 (IH, d, J = 8. 7 Hz), 
15 8.52 (IH, d. J = 2. 3 Hz). 10.58 (IH. s). 

th^^t : C, 75.17; H. 5.55; N, 10.52. 
m^m-.C, 74.89; H, 5.60; N, 10.52. 

: 205-208*c mmimm : mm:^'^)^-^^-^ V-ZfU tf;WX— 5^;U) 

20 1 7 

N-[2-[(5^y:5^;W7'5 y)p^5^;W-6-^y u::i;W-6-(4-p^5";i':73ix;i/)x 
o 




Me 

mmm 6 <5!> 1 ) -^%f^ N- [2- [ (N. N->f j-)\^r 5 y ) ^ -6-=^r y u xjw 
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'H-NMR DMSO-dj) 6 : 2. 23 (6H, s), 2.39 (3H, s), 3.67 (2H. s). 7.36 (2H. 
d. J = 8. 1 Hz), 7.59 (IH, d. J = 8.4 Hz), 8.02 (2H. m), 8.12 (3H, .m), 
5 8.30 (IH, d, J = 8.7 Hz), 8.42 (IH, dd, J = 8.4, 2.4 Hz), 8.51 (IH, s), 
9.22 OH. d, J = 2.4 Hz), 10.72 (IH, s). 

Ttm^mm. c^sHj^N^otbT 

tl-^ffiiC, 75.73: H. 6.10; N, 14.13. 
m^MiC. 75.44; H. 6.19; N, 14.12. 
10 Mj^: 220-222*C (j^^-fb^iS : fi^^xg^ju-v^-f V:/D t!;PX-7";i/) 

m&m 1 8 

4' u D-N-[2-[(2, 5->?^5^;i/-i-t!D u i^x;i/) ^5^;W-6-^^y U X 
;W Ci,i*'tf:7a:x;W-4-;^;i'3}?=¥ii-5 H 

Me 

o f^^^^f^T) 

H 

15 1) ##«a|5T?#fcN-[2-(t Ha=^>'^5^;0-6-^/Ux;WT'fehT5 

N-C2-[(2.5-i?^g^;U-l-t?PU5^x;Wp^5^;W-6-^^y ux;WT-fe hT5 H 

'H-NMR (CDCIj) 6 : 0. 99 (6H, d, 6.0 Hz). 1.86 (4H, m). 2.24 (3H. s), 2.72 
20 (2H, n), 3.98 (2H, s), 7.53 (IH, dd, J = 2. 2, 9.0 Hz). 7.69 (IH. d, J 
= 8.4 Hz), 7.80 (IH. br), 7.97 (IH, d, J = 9.0 Hz), 8.03 (IH, d, J = 8.4 
Hz), 8.29 (IH, s). 

2) itrlBl) -cmcn-[2-U2,i--J^=^)V-\-\^uV ^f^'^M-^- 

FAB(pos) : 470.2CM+H]* 
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1- 9 • 

N-[2-[(2. 5->^^5^;Wl-tf D U i?:=.)V)^^M-6-^y U ::i;i']-4' 
oCi.i'-lf7x:n;W-4-;*7;i'3}?^lJ-5 K 



1 8 (D N-[2-[(2. B-v'p^g^^wi-tra u >?-;w p^5^;^]-6- 

FAB (pes) : 454.201+H]* 
^Jfi^ai 2 0 

N-[2-[(2. S-J^^^^JP-l-tTD U ^^;W-6-=*-y U ::i;W [1. 1' -If 7 

a:ri;W-4-:!5j;V3j?^+>-5 H 



1 8 © 1 N-[2-[(2. 5-$^^^;V'-l-Ha U S^n;!/) p^g^;W-6- 

FAB (pes) : 436.2CM+H]* 

4-(4-p^5^;P-i-tf^U i5-;i/)-N-[2-(i-t!D U e^n;i/^^;i/)-6-^/ U- 



Me 




Me 
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mmm kdd -vmc n- [2- (i- tr d u -j^ijv;^ -6-=^ y u :=-m r-t h 

'H-NMR (DMSO-dg) 6 :0.98 (3H. d. J = 6.4 Hz), 1.33 (2H, m). 1.59 (IH, 
5 m), 1.74 (2H, m), 1.80 (4H. m), 2.62 (4H, m), 2.86 (2H. m), 3.85 (2H, 
m). 3.94 (2H, s), 6.95 (2H, d, J = 9.0 Hz), 7.57 (IH. d, I = 8.7 Hz). 
7.65 (IH, dd, J = 2.4, 8.7 Hz), 7.81 (2H, d, J = 9.0 Hz), 7.90 (IH, br), 
8.05 (IH, d. J = 8.7 Hz), 8.10 (IH. d, J = 8.7 Hz). 8.45 (IH. d, J = 2.4 
Hz). 

10 FAB(pos) : 429.3IJ1+H]* 

Wij^: 200-202'c («lft^b^iSE : B^mx5^;i/-i^-r v:^a t?;ux-T-;w 

mmm2 2 

4-(2-:^-^y-l-tf^U >?-;W-N-[2-(l-tfD U z^::i)V:^^)V)-6-^y U 



mmm 701) i?#7S: n- [2- (i - tr o u v?-;p ^ ^; w -e-^ / u w T-t h 

'H-NMR (DMSO-dg) <5 : 1.84 (4H, m), 1.98 (4H. m), 2.62 (6H, m), 3.70 (2H, 
20 m), 3.94 (2H, s), 7.38 (2H. d, J = 8.4 Hz), 7.59 (IH, d, J = 8.4 Hz), 
7.68 (IH,. dd, J = 2.3. 9.0 Hz), 7.90 (2H, d, J = 8.4 Hz). 8.06 (IH, d. 
J = 9.0 Hz), 8.11 (IH, d, J = 8.4 Hz), 8.30 (IH, br), 8.45 (IH. d. J = 
2.3 Hz). 

FAB(pos) : 429.2CM+H]* 

25 mj^: 2io-2i2t: (M^{b^iK:StKx5^;u->?-i'vyDif;i/x— T-;i/) 

4' - ^ D P-N- [2- [ [ (2R, 6S) -2, 6->^7^ 5^;i/-l- kT^ U z^=l)V] :A J-M -6-^r 




16 
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Me 



CI 




8 If t# e tifc 4' P P-N- [2- (i7 □ D -6-4^ / U n 

;W[M'-tfr7x-;i/]-4-*;i/3l^^t>-5 H (lOO mg, 0.246 mmoD^ (2R,6S)- 
5 2,6->?;<5^;Hf^Ui^>(0.331 ml, 2.46 mmol) ti^ll:^ U C7A(67. 9 mg, 
0.491 mmpl)0[)i?;>C5^;l/jiN;i/AT5 H(1.5 ml) m^^. 80'CT 3 I^Kfllj^U 

-;p<i:-f yypfcr;i'X-x;i/T?liij*c?JteitLT^M^fc-&i|& (65mg) ^m^tL 

10 'H-NMR (DMSO-de) 6 : 1.01 (6H, d, J = 6.0 Hz), 1.29 (2H. m), 1.61 (4H, 
m). 2.52 (2H, m). 3.96 (2H, s), 7.59 (2H, d. J = 8. 4 Hz), 7.75 (IH, d, 
J = 8.4 Hz), 7.83 (2H. d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.00 
(2H. m), 8.14 (2H, d, I = 8. 4 Hz). 8.27 (IH, d. J. = 8.4 Hz). 8.53 (IH, 
s), 10.61 (IH, s). 

15 FAB(pos) : 484 [M+H]* 

4'-^^ PP-N-C2-[(4-;>^5^;i/-l-t!^^i^X:JU) p^5";W-6-^y U X 
M [1, i'-tf7a:x;H-4-;«j;i/3!l?=^^-tJ-$ K. 



20 ^mms-vn^ntc 4*-5^pp-N-C2-(i;7PP^5^;i/)-6-^y ux 

[i,i'-if:7xx;H-4-;^7;i/7i?^t}-s H^^i^x, mmm2 3 tmm(Dmrf 

'H-NMR (DMSO-d.) 6 :2.16 (3H. s), 2. 35-2. 50 (8H, m), 3.73 (2H, s), 7.58 
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(3H, m), 7.82 (2H. d, J .= 8.4 Hz), 7.89 (2H. d, J = 8.4 Hz). 7.96 (IH. 

d. J = 9.0 Hz), 8.04 (IH, m). 8.13 (2H, d, J = 8.4 Hz), 8.29 (IH, d. J 
= 8.7 Hz). 8.53 (IH, s), 10.61 (IH. s). 
FAB(pos) : in. 2mm* 

5 UA: 21 5t: i^M) (i^^M«S:S^x5^;i.->?<y^ntr;i/x— 5^ 

2 5 

4' -i^n D-N-[2-C(2-p^5^;i/-4, 5->?b h* D-IH— T 5 iS^^— ;i'-l-'f ;W 
U-;W [1, l'-H7xx;W-4-;^j;i/3l^^ii-a H 



Me 




##^J 8 T# & tlfe 4' -:J7 a a-N- [2- (iJ' P D ^}V) -6-=^^ / U X 

;i/][i,i'-if7x:n;w-4-:^j;W7j^^lJ-s H^^ffiv^T. mmm 2 3 iimUo^i^ 

'H-NMR.(DMSO-dg) 5 : 1.97 (3H, s). 3.2r(2H. t, J = 9.0 Hz), 3.52 (2H. 
15 t. J = 9.0 Hz), 4.56 (2H. s), 7.46 (IH. d. J = 8.4 Hz). 7.58 (2H, d, J 
= 8. 4 Hz). 7.82 (2H, d. J = 8.4 Hz). 7.89 (2H. d. J = 8. 4 Hz), 7.97 (IH. 
d, J = 9.0 Hz). 8.07 (IH. dd, J = 9.0. 2.1Hz), 8.13 (2H. d, J = 8.4 Hz). 
8.34 (IH. d, J = 8.4 Hz), 8.56 (IH, d, J = 2. 1 Hz), 10.63 (IH. s). 
FAB(pos) : 455 [M+H]* 

20 mmm 2 e 

4' a o-N-C2-(l. >>>-3-'<Jl?^^M-6-^y U -M ll.V- 

tf73ix;W-4-;^;P3!H^-y-5 H 
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##^J 8 T# e. tlfc 4' n O-N- [2- D O ^ =^)V) -6-^ 7' J n 

'H-NMR (DMSO-de) 6 : 2. 94 (2H, t. J = 6.0 Hz). 3.12 (2H. t, J = 6.0 Hz), 
5 3.78 (2H, s). 4.09 (2H. s), 7.58 (2H. d, J = 8.6 Hz), 7.70 (IH. d. J = 
8.0 Hz). 7.83 (2H. d. J = 8.4 Hz), 7.89 (2H, d. J = 8.4 Hz). 8.00 (2H, 
m).. 8.14 (2H. d. J = 8 . 6 Hz), 8.34 (IH, d, J = 8. 8 Hz). 8.56 (IH, s). 
10.63 (IH, s). 
FAB(pos) : 460EM+H]* 

IP mmm 2 7 

.4' -i7 a n-N-[2-[(2. 2, 6. 6-x hy :^^}V-l-}d^^J p^5^;W-6-^ 
y U:n;W [i.r-tf7ai:n;W-4-*;i/3}?=^^if^ H 



mmm s t# & tifc 4* - d p-n- [2- (^7 p d p< -6-=^ yuzi 
15 jvi [1, i'-if7x:i;w-4-*;i'jj?^it5 K&fflViT:siJg^2 3 ti^^to^f^ 

'H-NMR (DMSO-dj) 6 : 1.02 (12H, s). 1.56 (6H, m), 4.01 (2H, s), 7.59 (2H, 

d, J = 8.4 Hz), 7.90 (6H. m). 7.99 (IH, m). 8.13 (2H, d, J = 8.0 Hz), 
8.27 (IH, d. J = 8.8 Hz). 8.51 (IH. s). 10.59 (IH, s). 
20 FAB(pos) : 512D4+H]* 

mmm2 s 

4' p p-N- [2- 114- (2- fcf u >^:i; w -1- tf ^ ^ i^zLM ^ -6-=^ J U 




Me 
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N 
H 



'1^ 



cr 



##i!f!|8T=^e)tlfc4' -i7na-N-[2-(^DD^5^;i/)-6-^y 



5 'H-NMR (DMSO-d.) 6 : 2. 36 (4H, m), 3.31 (4H, m), 3,60 (2H, s), 6.43 (IH. 
m), 6.61 (IH, d. J = 8.8 Hz). 7.32-7.48 (4H, m), 7.60-7.71 (4H, m), 
7.75-7.95 (5H. m), 8.11 (IH. d, J = 8.4 Hz), 8.36 (IH, s), 10.42 (IH, 
s). 

FAB(pos) : 534 [M+H]* • • 

10 mmm 2 9 

4' _ ^ p o_N_ [2- [ [4- (2-^ =^)Vy i -1- If^ U ^ ^)V\ -^-^ 

J Un;W [1, r-if 7xn;W-4-*;W3}?^.if ^ H 



8 e> tife 4' -if a D-N- [2- □ a >^ -6-^r y U — 
15 M [1. 1'-E 7x::i;W-4-^;i/3j^=^^1i-5 H&ffiViT. IIJfiM2 3 tl^^O^f^ 
Srff 5 H i: t J; D , ^]l'fb'&#>*iife«»5fs^: l^T#fc. 
'H-NMR (DMSO-dj) 6 : 1.71 (4H, m). 2.23 (3H, m), -2.31 (3H. s), 2.97 (2H, 
m), 3.80 (2H. s). 7.08-7.24 (4H, m). 7.59 (2H, d, J = 8.4 Hz), 7.67 (IH, 
d. J = 8.8 Hz), 7.83 (2H, d. J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz). 8.03 
20 (2H, m), 8.14 (2H, d. J = 8.4 Hz), 8.32 (IH. d. J = 8.4 Hz), 8.55 (IH, 
s), 10.63 (IH, s). 
FABCpos) : 546 [M+H]* 

immz 0 

4' p D-N- [2- [ [4- (3-;»C ^)\^ 7 x n;U) -1 - tf ^ U >t -6-4^ 
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m^m 8 T# e> n;fe 4' -i^ a a -n- [2- (^7 D D >t -6-^ - 
[1, 1' -t?:7xn;H-4-:tr;i/3i?=¥iJ-s FSffiv^x, 2 3 tf^tH^^f^ 

'H-NMR DMSO-dg) 5 : 1.71 (4H, m), 2.20 (3H. m). 2.27 (3H, s). 2.97 (2H, 
m), 3.57 (2H, s), 7.06 (4H, i), 7.59 (3H, m). 7.82 (4H. nO. 8.02 (2H, 
m). 8.12 (2H, d. J = 8.4 Hz), 8.35 (IH, m), 8.54 (IH. s), 10.61 (IH. s). 
FAB(pos) : .546 [M+H]* 

10 mmm 3 1 

4' -^7 p D -N- [2- c [4- u-p^=^)vy X n;w -1- tf ^ u >^~;w ^ -6-^ 




##^a|8T#6tl}fe4'-i'np-N-[2-(^PP;><^;W-6-^y U::: 

15 ;w [1, r-f7xri;p]-4-;j57;i/7}?+if5 h'Sr^v^-c^ ll»J2 3 ii^^fio^Sf^ 

'H-NMR (DMSO-de) 5 : 1.71 (4H. m). 2.20 (3H, m), 2.26 (3H, s). 2.96 (2H, 
m). 3.78 (2H, s). 7.12 (4H, m), 7.61 (3H, m). 7.83 (2H. d, J = 8.6 Hz), 
7.90 (2H, d, J = 8.6 Hz), 8.03 (2H, m). 8.14 (2H, d. J = 8.2 Hz), 8.31 
20 (IH. d, J = 8.4 Hz). 8.55 (IH, s), 10.63 (IH, s). 
FAB(pos) : 546 [M+H]* 
3 2 

4' U P-N- [2- [ (2- 7 X - ;i/-4, 5->? t h* P-IH-^ 5 ^ V-;!^-! -f ;W ^ 

^;W-6-=^^/ Un;w] [i, I'-tf :7xzi;W-4-;t»;i/3}^=¥i:J-5 F 
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CI 




8 T# S tLft 4'-i7nn-K- [2- (iruu^ 9-}V) -6-4^/ U n 
;W [1. l'-lf7x::i;W-4-5t7;l/3l?^-tJ-5 H<£fflViT> m^m2 3 ^:I^1SI©^tfP 

6 'H-NMR (DMSO-dg) 5 : 3.46 (2H, in), 3.82 (2H, m), 4.51 (2H, s), 7.48 (3H. 
m), 7.61 (4H, s). 7.79-8.16 (9H. m). 8.36 (IH. d. I = 8.8Hz), 8.58 (IH. 
d, J = 1.8 Hz), 10165 (IH, s). 
FAB(pos) : 517CM+H]* 

.0 4'-;?aa-N-[2-(3,4-v?h Hn-i(2H)-^^y U::i;Wp^^;W-6-^y U- 
;H [1. 1' -if7xr:;W-4-:<j;P5|^^lJ-5 H 



##^J 8 T?# e. n:fc 4' -i^ D p-N- [2- n a -6-^y U 

'H-NMR (DMSO-d^ 6 : 2.00 (2H, m). 2.79 (2H, m), 3.55 (2H. m). 4.70 (2H, 
s), 6.47 (2H. m), 6.82-6.94 (2H, m), 7.38 (IH. d. J = 8. 4 Hz). 7.58 (2H. 
d. J = 8.4 Hz). 7.83 (2H. d. J = 8.4 Hz), 7.89 (2H. d, J = 8. 4 Hz). 8.01 
(2H, id). 8.13 (2H, d, J = 8. 4 Hz), 8.27 (IH. d. J = 8. 4 Hz).. 8.55 (IH. 
20 d. J = 1.8 Hz). 10.63 (IH, s). 
FAB (pes) : 504 [M+H]* 
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mMm3 4 

4*-^DD-N-[2-(3,4->?t:h*P-2(lH)-'rV=^>' :=-)V^¥M-6-=^y U 



6 ##^J8T#e.nfe4'-:;7PO-N-[2-(^aDpt^;W-6-=^^y ur^ . 

'H-NMR (DMSO-dg) 6 : 2.77-2.83 (4H, m), 3.64 (2H. s). 3.93 (2H, s), 
7.03-7.11 (4H. m), 7.57 (2H. d, J = 8.8 Hz). 7.64 (IH. d. J = 8.4 Hz), 
10 7.82 (2H. d. J = 8.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 8.01 (2H. m), 8.12 
(2H, d. J = 8.4 Hz), 8.30 (IH, d, J = 8.4 Hz), 8. 54 (IH. s), 10.62 (IH. 
s) . . 

•FAB(pos) : 504 [M+H]* 

mmms s 

15 4'-;j7na-N-[2-(2,3-5?b ]ia-m-'(>}^-}V-l-^ )V^^)V)-6-^y U 
[1, r-t::7xr:;W-4-:^;i/7H=¥ti-5 H 



m^m 8 -vn nfc 4* o d-n- [2- {i7uayf^ -e-^ 7 u ~ 
• M [i,i'-if 7x-;w-4-;i^;i/3j?=¥-y-5 h<£«v>t, mmm-2 3 tmm(o^v^ 

'H-NMR (DMSO-de) 5 : 2. 96 (2H, m). 3.43 (2H, m), 4.53 (2H, s), 6.61 (2H. 
m). 6.95-7.09 (2H, m), 7.57 (3H. m). 7.83 (2H. d. J = 8. 8 Hz), 7.89 (2H. 
d, J = 8.8 Hz). 8.02 (2H. m), 8.13 (2H, d. J = 8.4 Hz), 8.32 (lH, d. J 
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= 8.8 Hz), 8.55 (IH. d, J = 2.2 Hz), 10.63 (IH, s). . 
FAB(pos) : 490 [M+H]* 

mmm 3 e 

4' n D-N-[2-(iH-i' 5 ^V-)V-l-^)V^=^}V)-6-^y "J n;H [i, i' - 
6 tf7xn;W-4-:^7;i/7H=^-tJ-s H 




10 'H-NMR (DMSO-de) (5 : 5.49 (2H. s), 6.96 (IH. s), 7.28 (2H, m), 7.58 (3H, 
m). 7.82 (2H, d, J = 8.4 Hz). 7.89 (2H. d. J = 8.4 Hz). 8.01 (2H, m), 
8.12 (2H, d. J = 8.6 Hz), 8.35 (IH. d, J = 8.4 Hz). 8.57 (IH, d. J = 2.2 
Hz), 10.65 (IH. s). 
FAB(pos) : 439[M+H]* 

16 mmrns? 

4' -i; nD-N-[2-[(4-:7xr:;w-i-t!^75?-;W ^5^;W-6-^y U- 
■ [1, r-h'>'x-;i/]-4-:^/;i/^=^i^-5 H 




20 M [i,r-if7xr:;w-4-*ji/3i?^r+>-5 HSrffiv^T, mmm2 3 tmmomif^ 

'H-NMR (DMSO-de) 6 : 2. 62 (4H, in), 3.17 (4H, m). 3.82 (2H, s), 6.78 (IH, 
m). 6.93 (2H, d, J = 7.8 Hz). 7.20 (2H, m). 7.58 (2H, d, J = 8.8 Hz), 
7.69 (IH. d, J = 8.8 Hz), 7.83 (2H. d, J = 8.8 Hz), 7.89 (2H, d, J = 8.6 
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Hz). 8.01 (2H, m). 8.14 (2H. d. J = 8.6 Hz). 8.32 (IH. d. J = 8.6 Hz), 
8.56 (IH. d, J = 1.8 Hz). 10.63 (IH, s). 
FAB(pos) : 533 01+H]* 

5 ■ 4-(4-:7;p:tD:7x::i;i/)-N-C2-(i-tfnUv?-;i/p^5";w-6-^y u-;^]- 



9 'T?#3t 2-(l-krD U >'n;P;>^^;W-6-4^/ U =-JV7S. > (500 rag. 



10 mOtZl. 3!K?&T, 4-— hD7xr:;i/^7DD7l>JVp^— h (488 mg, 2.42 mmol)^ 

(11 ml) *Dn>tfe. ^mT. it*^b7S:*«e. 4-(4-7;W:tD 7xn;V) tf^U V 
iiM (569 mg, 2.64inmol), i^^im.^±V^)^ h^imW. (0.66mI)S*P 

O^f^b, p^x5^;i'->»'ry>^Dtf;i^x— 7^;i/;5i&*M'ffc:-&'^ (6i2 mg) 

'H-NMR (DMSG-dj) 5 1.57 (2H. m). 1.64 (4H. m), 1.82 (2H. m), 2.50 (4H. 

n), 2.79 (IH. m). 2.92 (2H, m), 3.81 (2H. s), 4.34 (2H. m). 7.12 (2H. 

20 m), 7.31 (2H. m), 7.51 (IH. d, I = 8.4 Hz). 7.82 (2H, s-Iike). 8.07 (IH, 
s). 8.14 (IH. d. J = 8.4 Hz), 8.83 (IH. s). 
FAB(pos) : 433.2[M+H]* 

: 206-207t: {mmimM : i^^x5^;i/- v'-f v::fu t?;i/x-5^;0 

mmm 39 • 

25 4-:7xx;u-N-[2-(i-fcfP'ji^xjup<5^;i/)-6-4^y Ux;i/]-i-tf^Ui^> 




N 



2.2 mmol) thfUi^> (0.356 ml, 4.4 mmol)©-r h^t KP7^>^^ (11 
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5 'H-NMR (DMSO-dg) 6 : 1.59-1.85 (8H. n), 2.50 (4H, m). 2.73 (IH, m), 2.89 
(2H, m), 3.81 (2H, s), 4.33 (2H, m). 7.20-7.34 (5H, m). 7.51 (IH, d, J 
= 8.4 Hz), 7.82 (2H. s-like). 8.07 (IH, s), 8.14 (IH, d, J = 8.4 Hz), 
8.83 (IH. s). 
FAB(pos) : 415.3[M+H] + 
10 mj^: 187-189*C (ijgSili^^S : f^^X^^Jl—i'-i' V fcr;i'X— r;W 

4-(4-^ a n 7 ji;i;W-N-[2-(i-trp u >?-;p^5^.;P)-6-4^y U x;W-i- 



15 m^mQ-rnft 2-(i-tf n u e^n;i/^5^;v)-6-^/ u -;i/TS >SrfflViT, 

■ 'H-NMR (DMSO-d«) 5 1.58 (2H, m). 1.72 (4H, m), 1.80 (2H, i), 2.50 (4H. 
m), 2.79 (IH, Di), 2.92 (2H. m). 3.82 (2H, s). 4. 33 (2H, m), 7.34 (4H, 
20 m), 7.51 (IH, d, J =8.4 Hz), 7.82 (2H, s-like), 8.07 (IH, s), 8.14 (IH, 
d, J = 8.4 Hz), 8.85 (IH, s). 
FAB(pos) : 449.2CM+H]* 

m^: 205-0 i^m) (^SYtM^iK : S^Kx5f^;i/->?>fv:/Ptf;px-x 
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^£^^4 1 



'H-NMR (DMSO-d,) 6 : 1.55 (2H. m). 1.72 (4H, m), 1.78 (2H, m), 2.27 (3H-, 
s), 2.50 (4H. m), 2.72 (IH, m), 2.91 (2H. m), 3.81 (2H, s), 4.32 (2H, 
10 m), 7.13 (4H, m). 7.51 (IH, d, J = 8. 4 Hz). 7.82 (2H, s-lik€), 8.08 (IH, 
s), 8.14 (IH, d. J = 8.4 Hz), 8.84 (IH. s). 
FAB(pos) : 429.3[M+H] + 

mj^ : 214-21 et: m^imm mmx.^)i^- e^-r y yn h jpx-5^;0 
15 . 6-(4-p^ h^'>:7i-;p)-N-[2-(i-fcrPU>^^;M5=-;w)-6-=^^y 



llSl^aj 7 <D 1 )T#fe N-[2-(l-t:D U >'::i;i';>^5^;U)-6-:^^/ U njU] T-t h 



20 m^m^i^tvxmco 

'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 2.50 (4H, m). 3.85 (5H. s-Iike), 7.10 

(2H. d. J = 9.0 Hz), 7.59 (IH, d, I = 8.7 Hz), 7.98 (2H. m), 8.11 (IH, 

d, J = 8.4 Hz), 8.18 (2H, d. J = 8.7 Hz), 8.29 (IH, d, J = 9.0 Hz), 8.40 
(IH, d, J = 8.4 Hz), 8.51 (IH, s), 9.20 (IH, s), 10.71 (IH, s). 





T5H?£fflViT, mmM6(D2) tlRHtOJUf^Srff "5 CI ^H-fb-g- 
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FAB(pos) : 439.2CM+H]* 

MM.: 210'C (i^M) (5®^<b^^S:@^^x5^;i/->'-rv:/oeji/x-^ 
5 N-[2-(i-t!P'j >?n;p>^5^;u)-6-^y [i, i'-if7xr:;i/]-4-:«7;w 




mmm kdd -riife n- [2- (i- tr d u v^n;!/^ 5^;^ -e-^ y u riz: h 

10 #l&ilfel»*i:bT#fc. 

'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 2.50 (4H. m), 3.85 (2H, s). 7.50 (4H, 
m), 7.78 (2H, d, J = 8. 1 Hz), 7.88 (2H, d, J = 8. 1 Hz), 8.02 (2H, m), 
8.12 (2H, d, J = 8.1 Hz), 8.28 (IH, d, J = 8.7Hz), 8.53 (IH, d, J = 2.0 
Hz), 10.60 (IH, s). 

15 FAB (pes) : 408.2tM+H]* 

' m^'. 1 81-1 83*0 (i^ft^b^iSE : g^SSX5^;i/- V -fn \d}VJL-v-)V) 

4 4 

6-(i-^uuy xn;i') -N- [2- (1- tr □ U >?xjPp^ 5^;i/) -6-^ / 'J - n 




mmm iod -ewfc n- [2- (i- 1! □ u -6-^ j u r-t h 

'H-NMR (DMSO-dj) 5 : 1.73 (4H, m). 2.50 (4H, m), 3.85 (2H, s). 7.61 (3H, 
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m), 8.01 (2H, m), 8.28 (4H, m), 8.48 (2H, m). 9.25 (IH. d. J = 2.2 Hz). 
10.76 (IH. s). 
FAB(pos) : 443.2M+H]* 

mik : 225-227t: m^WU : mmx.^)V-z^-i V tf;l/X-x;l/) 

5 mmm4 5 

6-(A-y)V^tiy3i -N- [2- (i - tf □ U -e-^^ y u n 



nmm 7 © i ) n- [2- (i- e p U -6-^ / 'J T-fe h 

'H-NMR (DMSO-d,) 6 : 1.73 (4H, m). 2.50 (4H. m). 3.86 (2H. s). 7.39 (2H, 
m). 7.60 (IH, d, J = 8.4 Hz), 8.01 (2H, m), 8.19 (IH, d, J = 8.4 Hz), 
8.28 (3H, m), 8.45 (IH, dd. J = 8.4, 2.1 Hz), 8.51 (IH, d, J = 1.7 Hz), 
15 9.24 (IH. d. J = 2.0 Hz), 10.75 (IH, s). 

FAB(pos) : 427.2CM+H]* 

m^: 210'c (;^^fi:^^:i^^x5";i/->'-i-yyDtr;i/x— 
6- (4-^ y X -N- [2- (1 - tf P U >?x;i/;>^ 5^; w -6-^ y U x;n x n 

20 ^>TS, K 



ll»J 7 CD 1 ) N- [2- (1 - tf P u v^x;!/;?^ ^;i/) -6-^ y u x;w r-fe h 

75H^fflViT. ^ilfi«»l6CD2) ^:|^:m©SlfP*ff 5 dtlcj: ^Mit.^ 




N 
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'H-NMR (DMSO-dg) 6 : 1.73 (4H. m), 2.39 (3H. s). 2.50 (4H. m). 3.86 (2H. 
s), 7.36 (2H, d, J = 8.1 Hz). 7.59 (IH. d. J = 8.4 Hz), 8.01 (2H. m). 
8.13 (3H, nO. 8.29 (IH. d, J = 8.4 Hz), 8.42 (IH, dd. J = 8.4, 2.2 Hz), 
8.51 (IH, d, J = 2.0 Hz). 9.22 (IH, d, J = 2.2 Hz), 10.73(1H, s). 



mmm4 7 

4* -57 P P-N-[2-[C4-(4-:7;u^D^>y-r ;i/)-i-fcr^U -^^.M^^^M- 
6-:^y U-jH [i,i'-tf:7a:zi;i/]-4-;^3;i/7}^^-9-5 H 




m^^m 8 T# 6. tlTci 4" -^7 D O-N- [2- {^un^ -i-^ 7 U — 

)V\ [1. r-H7a:n;W-4-:*7;i/iJ?^iJ-$ H^fflv^i:, mMm2 3 tllim©^f^ 

'H-NMR (DMSO-de) <5 : 1.76 (4H. m). 2.28 (2H, m), 2.89 (2H, m), 3.40 OH, 
15 m), 3." 79 (2H, s), 7.37 (2H, m), 7.62 (3H, m), 7.83 (2H, d, J = 8. 4 Hz), 
7.90 (2H. d, J = 8.4 Hz), 8.03-8.14 (6H. m), 8.31 (IH, d, J = 8. 6 Hz), 
8.55 (IH, s), 10.63 (IH, s). 

FAB(pos) : 578CM+H]* 

20 4' -^'^ D D -N- [2- [ [4- (4- O P ^ > ^/-f ; W -1 - tf ^ U V:=-M ^ "f-M -6- 

^7 U:=i;W [1, l'-t*:7x-;W-4-;^j;i/>j?^i^-$ H 



#%^J8-T?#&nfe 4'-57PP-N-[2-(d7PP^5^;i/)-6-^ry U — 



5 FAB(pos) : 423.2CM+H]* 



CI- 
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'H-NMR (DMSO-dj) 6 : 1.77 (4H, m). 2.28 (2H, m), 2.90 (2H, m), 3.45 (IH. 
m), 3.79 (2H. s). 7.62 (5H. m). 7.83 (2H, d. J = 8.4 Hz). 7.90 (2H. d, 
J = 8.4 Hz). 8.03 (4H. m). 8.14 (2H, d. J = 8.2 Hz). 8.31 (IH, d. J = 
6 8.4 Hz). 8.54 (IH. s). 10.63 (IH. s). 
FABCpos) : 594 [M+H]* 

4'-i;7aD-N-[2-[(^9^;U7nuy)^5^;W-6-=^^ U::i;W[l.l'-tf:7x 
Zi;W-4-;i!j;i/3j?^rlJ-5 H 



##^J8"Tf#e>nfc 4'-^PD-N-[2-(;^Dn;>^5^;i/)-6-=^^/ U::: 

'H-NMR (DMSO-de) 6 : 3.17 (3H, s), 4.80 (2H, s), 6.62 (IH. m). 6.76 (2H. 
16 d. J = 8.0 Hz). 7.15 (2H. m), 8.30 (IH. d. J = 8. 8 Hz). 7.59 (2H, d, J 
• =8. 4 Hz), 7.83 (2H. d. J = 8. 4 Hz). 7.90 (2H, d. J = 8.4 Hz). 7.96 (2H. 
m), 8.13 (2H. d. J = 8.4 Hz), 8.27 (IH. d, J = 8. 6 Hz), 8.55 (IH. s), 
10.63 (IH, s). 
FAB(pos) : 478 [M+H]* 

20 ^mm 5 0 

■ 4* -^7 o P -N- [2- C [3- (4-7;i/:*- P ^ >\/-r )V) -1- If ^ U z>:=.)V\ ^ ^)V] - 

Un;i/] [1, i'-bf:7xn;i/]-4-:i7;p3i?^U-5 h* 



10 
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8 T# tlfc 4' p D-N- [2- D D -6-^^ yj - 

'H-NMR (DMSO-dj) 5 : 1.39 (IH, s), 1.73 (3H, m), 2.23 (2H, m). 2.91 (2H, 
5 m). 3.63 (IH, m). 3.78 (2H. s), 7.31 (2H. m), 7.58 (3H, m), 7.86 (4H, 
m). 8.01 (4H, m). 8.13 (2H, d. J = 8.4 Hz). 8.25 (IH. d, J = 8.2 Hz). 
8.54 (IH, s), 10.61 (IH, s). 
FAB(pos) : 578CM+H]* 

mmms i 

0 4'-^^nD-N-C2-[(4-7xr:;i/-l-t!^U>':::;W^^;W-6-^/ U- 
;W [1. 1' -tf>'ain;H-4-;«;;V3}?=^iJ-S H 




8 T# to ntc 4' -i7 a D-N- [2- (^ D P =^}V) -6-^ /^J:=- 
M [1, 1' -tf7a:-;i/]-4-*;i/3j^^U-$ H?£fflViT> 2 3 tmU<omi^ 

15 Srff^JltJ3i;D, ^^t^m^l^^BMtl^Tmco 

' 'H-NMR (DMSO-dj) a : 1.74 (4H, m), 2.20 (2H, m). 2.52 (IH, m), 2.97 (2H, 
m), 3.79 (2H, s); 7.27 (5H, m), 7.58 (2H. d,, J = 8.4 Hz). 7.69 (IH, d, 
J = 8.4 Hz), 7.83 (2H. d, J = 8.8 Hz), 7.89 (2H, d, J = 8. 4 Hz), 8.00 
(2H, m), 8.14 (2H. d, J = 8.8Hz), 8.31 (IH, d, J = 8.4 Hz). 8.54 (IH, 
20 d, J ='1.8 Hz), 10.62 (IH, s). 
FAB(pos) : 532[M+H] + 

mmm 5 2 

1- (4-^ any x-JP) -N- [2- (i-k! a u - 5";i/)-6-^ / U n;u]-4- 
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N 



CI' 



mmm kod -vmft n- [2- h-euv i^^^)]^/- -e-^ y u T-fe h 

6 'H-NMR (DMSO-d,) d : 1.73 (4H, m), 1.89 (4H, m), 2.50 (5H, m), 2.75 (2H, 
m), 3.75 (2H, m), 3.83 (2H, s), 6.99 (2H, d, J = 9.0 Hz), 7.24 (2H, d, 
J = 9.0 Hz). 7.55 (IH, d, J = 8.8 Hz), 7.77 (IH, dd, J = 8.8, 2.2 Hz), 
7.90 (IH. d, J = 8.8 Hz). 8.21 (IH, d. J = 8.8 Hz). 8.38 (IH, d, J = 2. 2 
Hz), 10.26 (IH, s). 

10 FAB(pos) : 449CM+H]+ 

mM, : 204-206'C : @^mx5^Jl/- V -Zfu t!;WX-7=-;0 

mmm^ 3 

N- E2- [ (2-'^ > >?;i/-4. B-e^ t: H D -iH-r 5 y v-; wi ;p) ^ -^-^ 
J u -;w-4' -ifxiu [1, r -b*r7xz:;i/]-4-*;i/3i^^'y-5 h 



#5^«SJ 8 T# 6 tlfc 4' P D -N- [2- (i7 n P J?^ ^;W) -6-:^^ y U — 

;W [1, i'-if:7xxji/]-4-*;i/3j^^'9-5 HSfflv^T, mm2 3 tm^i^^f^ 

'H-NMR (DMSO-dj) (5 : 3. 22 (2H, m), 3.60 (2H, m), 3.75 (2H, s), 4.51 (2H, 
20 s), 7. 17-7..33 (6H. m), 7.57 (2H, d, J = 8. 4 Hz), 7.82 (2H. d, J = 8. 4 
Hz), 7.88 (2H, d, J = 8.4 Hz), 7.99 (2H. m). 8.12 (2H. d. J = 8.4 Hz), 
8.25 (IH. d, J = 9.0 Hz), 8.53 (IH, s). 10.62 (IH, s). 



16 
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FAB(pos) : 53UM+H]* 

mmm 5 4 




1) #^^J5T#;tN-[2-(tiHa^'>p^5^;W-6-4^y Un;WT'fehTa 

N-[2-(l-fcf^U>'-;^^9^;^)-6-4^/ U-;WT-fe H^#fe, 
'H-NMR (CDCl,) 6 : 1.38-1.70 (6H, m), 2.24 (3H. s), 2. 38-2.53 (4H. m), 
10 3.76 (2H, s). 7.52 (IH, dd, J = 2. 6, 9.2 Hz). 7.63 (IH, d, J = 8.4 Hz), 
7.67 (IH. br). 7.99 (IH, d, J = 9.2 Hz), 8.07 (IH, d, J = 8.4 Hz), 8.31 
(IH. d. J = 2.6 Hz). 
Tum^^m C,AiN,0- 0.25H,0a:L'T . 
th3¥fit:C. 70.93: H. 7.53; N, 14.60. 
15 Mm^:C, 71.06; H. 7.37; N. 14.62. 

• jSl!,-^, : 182-184'C (.m^imm : l^^X5F;U-n-^4it» 

2) MIBl) T#feN-[2-(l-lf^U>'-;l'P^5^;U)-6-=^^y UrDWT-th 
7-5 K (4.5g. 16mmol)iii4SM (70 ml) ^ 1 10"CT m^mi^L-;fc. W 

m ; mmx.^M fziJ; 6-T^ /-2-(i-tf^'J i?-;i/^5^;u):^^y U 

> (3.4g) ^m^mtvxn^. 

'H-NMR (CDCI3) 5 : 1.37-1.68 (6H,. m). 2.39-2.55 (4H, m). 3.72 (2H. s). 
25 3.91 (2H, br). 6.89 (IH. d, J = 2.6 Hz). 7.12 (IH. dd, J = 2.6 and 8.8 
Hz), 7.51 (IH. d, J = 8.4 Hz). 7.86 (IH. d. J = 8.4 Hz), 7.87 (IH, d, 
J = 8. 8 Hz) . 
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3) MI3 2)T?#fc6-75y-2-(l-tf^US;?^>'M5^;l')^y U> (250 
mg, 1 mmol). \£y jL±.)U:fy)y^>m. (220 mg, l.lnunol) 2ii^}^^JV7^y 
t!U>^> (150 mg, 1.2 inmoI)*N,N-i^^5^;P>J^;VA7^ H(8 mOfcit^L, 
3!kJ^T, WSC (230 mg. 1.2mmol) ^MX. ^Mr^l smmW^Vft. K 

Sfm*^S/^ft'ffc:U> ^^ik-a-^f (335 mg) 186-1 8813® Mfeff 

10 'H-NMR (CDCl,) 6 : 1.38-1.76 (6H. m), 2.43-2.56 (4H. m), 3.78 (2H. s), 
7.38-7.56 (3H, m). 7.59-7.81 (6H, m). 7.96-8.18 (5H. m). 8.49 (IH. d. 
J = 2. 2 Hz) . 

Ttm^mm c„h„n,o • o. 5h,o tvx 

th^ffi:C, 78.11; H, 6.56; N. 9.76. 
15 m^^:C, 78.48; H. 6.31; N, 10.00. 

mmm 55. 

4" 5^;i/-N- [2- (1 - 1!^ U -6-^ / U [1 , 1 ' - tf 7 x n 

;v]-4-:j!3;wjl?^if5 h* 




20 ^Jfi«»J5 4©2)-c#fc6-rsy-2-(i-tf^'ji^:i;i/^9^;w=^^/ U 

viT, ^»j5 4©3) izmuo^mi^^n'^^ii^z^Ki. mmit'^m^m^ 

'H-NMR (CDCl,) 5 : 1.38-1.70 (6H. m), 2.39-2. 56 (7H. m). 3.79 (2H, s). 
7.30 (2H. d, J = 7.6 Hz), 7.56 (2H, d, J = 7. 6 Hz), 7.63-7.78 .(4H. m). 
25 7.95-8.07 (5H. m), 8.49 (IH, d. J = 1.8 Hz). 
Ttmi^mm C,aH„N30 - 0.25HjO<l:LT 
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tf^M : C. 79.15; H, 6.76; N,9.55. 

mmm : c, 79.38: h. e.ss; n, 9.73. 

mj^: 198-200*C (J^S^b^it : if^X>;i/) 

mmm 5. 6 



10 |»*tbT#;^. 

'H-NMR (CDCI3) d : 1.38-1.85 (6H, m). 2.41-2.56 (4H, m), 3.78 (2H. s), 
3.88 (3H. s). 7.02 (2H. d, J = 8. 8 Hz), 7.54-7.66 (6H. nO. 7. 93-8. 20 <5H, 
m), 8.49 (IH, d. J = 2.2 Hz). 

Ttm^mm C,,EM ' 0- 25HjO t VX 
15 ifm^iC, 76.38; H. 6.52; N,. 9.21. 
Hi^^ : C, 76.21; H, 6.38; N, 9.32. 
mj^: 192-194'C (^^WiSE : i^itX5^;i/) 

mmm 57 

6- (4-i7 p a 7 a: -JV) -N- [2-.(l- tf^ U 5"JW) -6-=^^ / U xn 

20 ^>7S. H 



^Jifi^^y 5 4 <D2)Xmc 6-T5 /-2-(l-t!^U >'n;i/;!<5^;W U >^m 
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'H-NMR- (CDCJ,) 6 : 1.38-1.80 (6H, m), 2.38-2.58 (4H, m), 3.78 (2H, s), 
7.48 (2H, d, J = 8.4 Hz), 7. 62-7.75 (2H. m), 7.84 (IH, d, J = 8.0 Hz). 
7.96-8.18 (4H, -m). 8.24 (IH. br), 8.31 (IH. dd. J = 2. 2. 8.4 Hz), 8.45 
(IH, d, J = 2.2 Hz). 9.20 (IH. d, J = 1.4 Hz). 

W-^M:C, 69. 59: H. 5.62; N. 12.02. 
MB^'.C, 69.33; H. 5.52; N. 12.08. 

: 2i5-2i8t: m^itmm : mmx.^M 

5 8 

10 6-(4-p<9^;u>'xrL;i/)-N-[2-(i-t!^Ui^n;w^5^;P)-6-:^^y 



mmm 5 4© 2)-t?»fc 6-75 y -2-0- bf^u v?-;i'^9^;i/)^y u 
15 mmtvxmco 

'H-NMR (CDClj) (5 : 1.38-1. 80 (6H, m), 2.40-2. 56 (7H, in). 3.79 (2H, s). 
7.33 (2H. d. J = 8.4 Hz). 7.63-7. 74 (2H. m), 7.86 (IH. d. J = 8.0 Hz), 
7.93-8.19 (5H, m), 8.29 (IH. dd, J = 2.2, 8.4 Hz), 8.46 (IH, d. J = 2. 2 
Hz), 9.19 (IH. d, J = 2.2 Hz). 
20 mA: 206-20710 (^) d^^imm : mk:JL'^M 
FAB(pos) : 437 [M+H]* 

mmms 9 

6-(4-7;i':to7x-;w-N-[2-(i-t!^U 5?ri;M5^;u)-6-^y un;W:=: 
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N. 



F' 



mmm 5 4 © 2 > -vrntc b-t $ y -2- ci - tr^ u ^ > u > sffl 

v^t; mmm 5 4(0 3) tmi^<Dmi^^nt>z:t\z^K). ^mit^m^m^ 

5 'H-NMR (CDCI3) 6 : 1.38-1.74 (6H. m), 2.42-2.56 (4H, m), 3.78 (2H, s), 
7.20 (2H, dd. J = 8.4 and 8.8 Hz), 7. 63-7.76 (2H, m), 7.84 (IH. d, J = 
8.0 Hz). 8.02-8.18 (5H. m), 8.31 (IH, dd. J = 2.2, 8.4 Hz). 8.46 (IH. 
d, J = 2.2 Hz). 9.19 (IH,. d, J = 1.8 Hz). 
yxim'^mm C„UtW • O. 25H,0 i VX 

10 ^nm:C. 72.87: H. 5.78; N. 12.59. 
mi^m-.C. 72.91; H. 5.45; N, 12.75. 
WlJ^ : 209-2 10"C (J^Srfk^JK : mM^L^M 

6-(4-;/. h=t^j/:7x:njl/)-N-[2-(i-tf^U>'-;u^5^JW-6-^y Un;W- 

15 Zl^>75. 



^mms 402)Xnft 6-75y-2-(l-tf^U>'n;P^5^;i')^ry U>Srffl 

20 'H-NMR (CDCI3) 6 : 1.38-1.71 (6H, m). 2; 43-2. 56 (4H, m). 3.80 (2H. s), 
3.90 (3H. s), 7.04 (2H, d. J = 9.0 Hz), 7.64-7. 73 (2H. m), 7.83 (IH. d, 
J = 8. 4 Hz). 8.00-8.18 (5H. m), 8.28 (IH. dd, J = 2. 6. 8.4 Hz). 8.46 (IH, 
d, J = 2.6 Hz), 9.17 (IH, d. J = 1.8 Hz). 
Ttm^^mm C„H„NA-0.25H,0<hUT 
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5 



t^^^i:C, 73.58; H. 6.28; N. 12.26. 
SI®^tt:C, 73. 56; H, 6.16; N. 12.24. 

si!;;^: 210-21 It: (M^), ^^^imm'immjL^))^) 

4' ^;u-N- [2- (1 - 1! D u ^)V) -6-^ / u [1 , r - tf :7 X - 
;W-4-:^jjP3i^=^+i-^ H- 



H 



N 



Me 




7 CD 1 ) x^ntc N- [2- (1- tr P u -6-=\^ y u T-k h 

10 tlSri^^i|f&*i:UT#fe. 

'H-NMR (DMSO-de) 6 1.73 (4H. m), 2.37 (3H. s), 2.50 (4H, m), 3.85 (2H, 
s), 7.33 (2H, d, J = 8.1 Hz), 7.58 (IH, d, J = 8.4 Hz). 7.68 (2H. d, J 
= 8.1 Hz), 7.85 (2H, d. J = 8.4 Hz). 7.95 (IH. d. J = 9.0 Hz). 8.04 (IH, 
dd, J = 2. 4, 9.0 Hz), 8. 10(2H, d. J = 8. 4 Hz), 8. 27 (IH, d. J = 8.4 Hz), 

15 8. 52 (IH, d, J = 2.4 Hz). 
FAB(pos) 422.3CM+H]* 

it.^: 192-193'C (f^^imm : Bm^^^JV-z^-C 'J-:/a}d)VJL-y^JV) 

4' -p^ h:^\->'-N-[2-(i-trp u >?-;M9";i/)-6-=^y uri;w ci, r -t':7x 
20 =LM-A-iJM^D-s. H 



mmm ? o i )t?#fc N-[2-(i-tfp >j v^nji/p^^^jw-s-^y u -jw h 
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'H-NMR (DMSO-dg) (5 1.73 (4H. m). 2.50 (4H. m). 3.83 (3H, s). 3.85 (2H. 
s). 7.08 (2H. d. J = 8.7 Hz)! 7.58 (IH, d. J = 8.4 Hz). 7.74 (2H, d. J 
= 8. 7 Hz). 7.83 (2H, d. J = 8. 4 Hz). 7.95 (IH. d. J = 9.0 Hz). 8.03 (IH. ' 
dd, J = 2.1, 9.0 Hz), 8.09 (2H. d. J = 8.4 Hz), 8.27 (IH. d. J = 8.4 Hz). 
5 8.52 (IH, d, J = 2. 1 Hz). 
FAB(pos) 438. 3CM+H]* 

mj^: i97-i99*c (ife^«i« : if^x^;i.--:^-r v tf;ux-7^;i') 

mmm e 3 

4-<4-i? DD7a:n;i/)-N-[2-(l-t!'^U >'n;i'^5^;W-6-^y U-JW-I- 

10 tf^u-:^>;&;pj}?^^^75 H 



miMm 5 4 CD 2 ) i^nft 6-T s y-2- (i-t!^u u 

15 'H-NMR (CDClj) 8 : 1.37-2.02 (lOH, m), 2.38-2.54 (4H. m), 2. 63-2.84 (IH, 
m), 2.94-3.14 (2H, m). 3.76 (2H. s), 4.20-4.36 (2H, m). 6.65 (IH, br), 
7.15 (2H. d. J = .8.4 Hz), 7.30 (2H. d, J = 8.4 Hz), 7.49 (IH, dd, J = 
2.2 and 9.2 Hz), 7.60 (IH, d. J = 8.4 Hz). 7.93-8.10 (3H, m), 
Tt^^mm. C„H„C1N40 • 1.5H,0 i:UT 

20 tf^M:C, 66.18; H, 6.99; N. 11.43. 
Sli^jiiC, 66.32; H, 6.75; N, 11.74. 
m^: 214-217 t: (dec.) (iSa^b^iR : Sfi!X5^;i/->^X5^;j/X-T-;W 

mmm 6 4 

4- (4-p^ X. x;i/) -N- [2- (1- tf ^ u >?x;up^ ^;u) -6-^ y u x;w -i - 

26 tr^U>'>;*7JU4?4^i-7a H 
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5 'H-NMR (CDCIj) 6 : 1.40-2.02 (lOH, m). 2.34 (3H, s), 2,47-2.83 (5H, m), 
2.95-3.15 (2H. m). 3.82 (2H, s), 4.20-4.36 (2H, m). 6.70 (IH, br), 7.14 
(4H, br), 7.53 (IH, dd, J = 2.2 and 8.8 Hz). 7.64 (IH, d. J = 8.4 Hz). 
7.93-8.10 (3H, m). 
Ttm^mm C^H^N^O-HjOiiUT 
10 tf#fii:C, 73.01; H, 7.88; N, 12.16. 
SI®^ffi:C. 72, 68: H. 7.57; N, 12.20. 
Mj^: 204-205 1C (dec.) (J^ajfc^i* : fi^SIX5^;i/-i^x9=->X— 7^;U) 

mmmes 

4-(4-:7;i/:tD>'xx;w-N-[2-(i-tr^U>»x;M5^;0-6-=^/ Ux;i/]- 

15 l-fcf^U>'>:^;U4^=t^i>T5 H 




^»j5 40 2)T#/t 6-Tsy-2-(i-tf'^u v^x;up<5^;i/)4^y u >^m 

20 'H-NMR (CpClj) a : 1.36-2.02 (lOH, m). 2.37-2.55 (4H, m), 2.63-2.85 (IH. 
m), 2.94-3.14 (2H. m), 3.76 (2H. s), 4.10-4.36 (2H. m). 6.66 (IH, br), 
7.01 (2H, dd, J = 8.4 and 8.8 Hz). 7.11-7.24 (2H, m), 7.50 (IH. dd, J 
= 2.2 and 8.8 Hz), 7.60 (IH, d, J = 8.4 Hz), 7.92-8.10 (3H. m). 
• Ttm^^m C„H3,FN40 • 0. 5H,0 t UX 
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f^^M:C. 71.18; H. 7.08: N. 12.30. 
HgtMrC. 71.13; H, 6.94; N, 12.52. 

203-204 (dec.) (^ft-fb^lK : Stmx^JW>^X^;i/X--5^;i/) 

mMm 6 6 

4-(4-^ h^e^7aix;W-N-[2-(i-tr^U5^x;i/^5^;i/)-6-=^^>' Ux;W- 



10 bT#fc. 

'H-NMR (CDCl,) 5 : 1.37-2.02 (lOH. m), 2.42-2.57 (4H, m), 2.60-2.80 (IH, 
m), 2.94-3.14 (2H, m). 3.78 (2H. s). 3.80 (3H. s), 4.19-4.36 (2H, m), 
6.66 (IH, br), 6.87 (2H, d. J = 8. 4 Hz), 7.15 (2H, d. J = 8.4 Hz), 7.50 
(IH, dd, J = 2.6 and 9.2 Hz). 7.61 (IH, d. J = 8.4 Hz), 7.93-8.10 (3H, 



Mf^: 197-198 r (dec.) (i^^-ftl^jS : i^mx5^;i^->'X5^;i/'X-5=-;U) 

mmme? 

2'-:7;i/:tP-N-[2-(i-fcf^U >'x;i'^5^;i/)-6-=^^y Ux;W [i. i'-tf7xx 
;W-4-:^jji/3l?^'>T5 1^ 



HJS^ajs 4©2)T#:fc 6-T5/-2-(i-tr^ue^x;i/^5^;W^/ u >^m 

'H-NMR (CDCl,) 6 : 1.40-1.77 (6H, m), 2.47-2. 65 (4H, m), 3.86 (2H. s). 




15 



m). 



20 
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7.12-7.54 (4H. m). 7.63-7.78 (4H. in). 7.96-8.22 (5H, m). 8.48 (IH, d, 
J = 2.6 Hz). 

Mj^: 163-164 : Bt^X5";U) 

5 2'.4'->?:7;i.;t-n-N-[2-(i-tf^'J>^::i;M5^;W-6-^^ry Un;P]Ci.i'-tf 
7xr:;W-4-;^;U3i^4^->T5 H 




F 

mmm 5402) 6-7 s y. -2- (i- tr^ u w ^ 7 u > 

10 i|!&*i:bT#fco 

'H-NMR (CDCl,) d : 1.40-1.78 (6H, m), 2.50-2.67 (4H, m), 3.87 (2H. s), 
6.89-7.08 (2H, m). 7.38-7.54 (IH. m), 7.59-7.80 (4H. m), 7.96-8.23 (5H, 
m). 8.47 (IH. br). 

Ttm^mm. Cj8h„f,NsO • o. 5HjO t 

15 tf-^ffl : C, 72.09; H, 5.62; N. 9.01. 

: C, 71.79; H, 5.59; N, 8.75. . 

: 181-182 *c m^itmm. i^mx^;w) 
mmm6 9 

6-(2, 4-i^7;P::J-D7a:-;i/)-N-[2-(l-tf'^U >^:i;U^?-Jl/)-6-4^/ U~ 
20 .;W-:3^>TS H 

^SS^J 5 4 O 2 ) xntc 6-T 5 /-2-(l-tf^ U i^=^)V^^)V)^y U >S:ffi 
V^T, *J(g^J 5 4 (7) 3 ) LmU(Omi¥^n'^^ t\ZX'0. mMit'^^^M^ 
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'H-NMR (CDClj) 6 : 1.41-1.77 (6H, m), 2.47-2; 68 (4H. m). 3.86 (2H. s). 
6.88-7.13 (2H, m), 7.73 (2H. d, J = 8. 4 Hz), 7.90-8.00 (IH. i), 8.02-8.25 
(4H, m), 8.32 (IH. dd, J = 2.2 and 8.4 Hz). 8.46 (IH. d. J = 1.8 Hz), 
9.24 (IH, d, J = 1.8 Hz). 
6 Ttm^mm. C„H„FjN4O-0.5HjO tUT 

th^M:C, 69.37: H. 5.39; N, 11.98. 

69.14; H. 5.21; N, 12.04. 

mj^ : 182-183 x: : mm^-^M 

mmm 7 0 

.0 •2'.4'-';?i7PP-N-[2-a-kr^u>'-;M9^;w-6-^y 



Me 




1 3 -vntc M-[2-[(2. 2, 6, 6-r h ■7P<5^;U-l-tr^U z^:iJU) 

'H-NMR (CDCI3) 6 : 1.40-1.76 (6H, m), 2.48-2.63 (4H. m), 3.84 (2H, s). 
7.22-7.40 (2H, m), 7. 52-7.78 (5H. m) , 7.96-8.19 (5H. m), 8.47 (IH, d, 
J = 2.2 Hz). 

Ttm^^m Cj8H„ClA0-0.5HjOibT 
20 tMIEMcC, 67.34; H, 5.25; N, 8.41. 
II®^M:C. 67.46; H, 5.20; N. 8.47. 
1!!;^: 210-212 -C (dec.) (M^imm : mm:x.^)V) 

4'->'Jl/?*-D-N-[2-[(2. 2, 6, 6-T- i?n;i/) ^ -6- 

25 U-;i'] [1, i'-t'7xn;n-4-*;i/sJ?=^>'TS K 
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1 3T#fc N-[2-[(2, 2, 6, 6-T- h^^^^^Wl-t^'^U 

5 'H-NMR (CDCI3) 6 : 1.05 (12H. s), 1.60 (6H. br), 4.10 (2H, s). 7.17 (2H. 
t. J = 8.8 Hz), 7.56-7. 76 (5H, m), 7.96-8.17 (6H. m), 8.46 (IH,- d, J = 
2.6 Hz). 

mM.'. 229-231 (dec.) : i^^X5=-;W) 

7 2 

10 6-(4-i7 D D7.ain;V')-N-[2-[(2. 2. 6, 6-x h "^P^^^^W-l-t^^U i?n;|/) 



Me 




##^J 1 3T?#fe N-[2-[(2. 2. 6. 6-'t- h^^5";U-l-t!^U >^n;U) 

'H-NMR (CDCI3) (5 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.49 (2H. 
d. J = 8.8 Hz). 7.64-7.74 (IH, m), 7.81-7.90 (IH, m), 7.96-8.18 (6H, m), 
8.27-8.38 (IH, m). 8.44 (IH. d, J = 2. 2 Hz), 9.20 (IH, d, J = 1.8 Hz). 
Ttn'^^^m. Cj.HjjClN^O • HjO t UT 
20 tf^fit:C, 70.11: H. 6.64; N. 10.55. 

70.16; H. 6.59; N. 10.62. 
mM. : 258-259 X, (S^^fb^lK : i^S?xg=-Jl/) 
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5 ##0tJl 3t?#fc:N-[2-[(2.2,6,6-T-h^P<g^;U-l-tf^US^-;Wp<5^ 

'H-NMR (CDClj) 6 : 1.05 (12H. s). 1.60 (6H, br). 2.44 (3H, s). 4.10 (2H, 
s), v. 33 (2H. d, J = 8.2 Hz), 7.63-7.74 (IH, m), 7.87 (IH, d, J = 8.4 
10 Hz). 7.94-8.16 (6H, m), 8. 25-8.35 (IH. m). 8.44 (IH, d. I = 2.6 Hz). 9.19 
(IH. d, J = 1.8 Hz). 

Tcm^mm c„H„N40-H,oibT 

fh^M:C. 75.26; H, 7.50; N. 10.97. 
^^M:C, 74.98; H. 7.44; N, 11.07. 

15 M)^ : 246-247 "C (^^imM : Wx^;i/) 

mmm 1 4 

4- (4-i> UUZ? a:-;l/) -N- [2- C (2, 2. 6, 6-x h ^ 5^;P-1- 1!^ U >^n;l') ^ 



20 ^^m \ 3-t?#;^S:N-[2-[(2,2,6,6-xh^:>^^;i/-l-bf^U>':i;Wp^5=- 

8 b.mk<n>m^'&mkfr'^^t.\z3^y). mmc^mti^^m^t.\y'x%tco 



Me 




Me 




Me 
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'H-NMR (CDCI3) 6 : 1.03 (12H, s), 1.46-2.01 (lOH, m). 2.63-2.84 (IH. m). 
2.95-3.15 (2H, m), 4.07 (2H. s). 4.20-4.37 (2H, m). 6.62 (IH. br), 7.15 
(2H. d. J = 8. 4 Hz). 7.30 (2H. d; J = 8. 4 Hz), 7.49 (IH. dd. J = 2.6 and 
8.8 Hz), 7.81-8. 11 (4H, m). 

FAB(pos): 519 [MH]* 

Tiim^^m Cs.HssCiN^o • 0. 5h,o t vx 

tf^^:C. 70.50; H, 7.63; N. 10.61. 
^I^itt : C' 70.88; H. 7.79; N. 11.14. 

203-204 t: (MB^mm.: MX5^;Wi^X5^;PX— r^W 
7 5 

4-(4-;.^5^;i'7a:X;U)-N-[2-[(2. 2, 6, 6-5^ h ^^5=^;U-l-tr^U i^=lJV) ^ 

Ux;W-i-tf^Ui?>;^7;i/5H^i^T5 H 

Me 




1 3 -e»fc N- [2- [(2.2, 6, 6-7^ h ^ tf^ U ^ 

;W-6-=^y Ux;U]T-fe:h7S H^^l^T, ^JS^?!)5 4©2) ^J^UmmmS 

'H-NMR (CDCI3) 6 : 1.04 (12H, s). 1.50-2.02 (lOH, m), 2.34 (3H. s), 
2.63-2.84 (IH, m), 2.94-3.13 (2H, m), 4.07 (2H. s). 4.20-4.34 (2H. m), 
6.59 (IH, br), 7.14 (4H, s), 7.48 (IH, dd, J = 2. 2 and 9.2 Hz), . 7. 86-8. 09 
(4H, m). 

Tzm^mm c„h«n40 • o. 5h,o t vx 

mnmiC. 75.70; H, 8.54; N, 11.04. 
m&im : C, 75. 57: H, 8.30; N. 11.16.' 
g!!!^ : 200-202 m^^mm : K^X5^;P->^X5"JUX~5^;W 

mmm 7 6 

N-[2-[(2. 2. 6. 6-7=- h 7^5^;W-l-tf^U i^xjl/) p<5";W-6-^/ U x 
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Me 




1 3 Tt#fe N-[2-[(2, 2, 6i G-t"" h ^^5";i-l-tf.'<U 

'H-NMR (CDClj) 5 : 1.05 (12H, s), 1.60 (6H. br). 4.10 (2H. s), 7.40- 
7.56 (3H. m), 7.60-7.80 (6H. m). 7.96-8.16 (5H, m). 8.47 (IH, d, J = 2.4 
Hz). 

IJi;^ : 200-201 (M^imm • 

10 m^m 7 7. 

4'-pt5^;W-N-[2-[(2, 2, 6. 6-7^ h^>^5^;i/-l-H'^U ^^)V]-^-^ 
J ^):=-)V\ [1. l'-tf7xxi;W-4-;«7;l^Jl?^>^r5 H 



Me 



Me' 




#5^011 1 3 N-C2-[(2. 2, 6. 6-5r h 5;>^^;i^-l-tr^U 

'H-NMR (CDCI3) 6 : 1.04 (12H. s), 1.59 (6H, br), 2.42 (3H, s), 4.09 (2H, 
s). 7.30 (2H, d. J = 8.2 Hz), 7.55 (2H, d, J = 8. 2 Hz), 7.63-7.77 (4H, 
in), 7.95-8.16 (5H. m), 8.46 (IH, d, I = 2. 6 Hz). 
20 T^^^m. C„H„N,0 • 0.5H,0 ibX 

th^MrC, 79.16; H, 7.65; N, 8.39. 
I^Wtm. : C. 79.21; H. 7.66; N, 8.41. 
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SS^ : 242-243 X: m^imm : »mx5^;U) 

mmm? s 

4'- pi v'-N-[2-[(2. 2. 6. 5-7^ h ^pl5^;Wl-t!^U ^^;W-6- 
U -jU] [1. i'-t'7xr:;W-4-;«7;i'jH^v'T5 1^ 



MeO 




mmm 1 3 x-mc n- [2- [(2,2. e. 6-5^ h 5 ;^ tr^ u ^ ^ 

'H-NMR (CDCI3) 5 : 1.04 (12H, s). 1.59 (6H. br), 3.88 (3H, s). 4.10 (2H, 
10 s). 7.02 (2H. d. J = 8. 8 Hz). 7.55-7.76 (5H, m). 7.94-8.16 (6H, m), 8.46 
(IH, d. J = 2. 6 Hz) . 

MA : 21.0-211 t: C^S^b^S : W^X5^;W 

mmm7 9 

4'-:7;i/^n-N-[2-[(->;^-2. 6-i^^5^;i/-i-fcr^U v^x;0 ^5";W-6-^/ 
15 V::i)V}[l.l'-\dyx.:^M-i-tiM^iy73.\i: 



Me 




1 1 N-C2-[(->x-2, 6->?^5^;i/-i-tf^u e^n;i/) ^5";H-6- 

20 'H-NMR (CDClj) 6 : 1.05 (6H. d, J = 6.2 Hz), 1.28-1.80 (6H. m). 2.51-2.73 
(2H, m), 4.04 (2H, s), 7.17 (2H, t, J = 8.8Hz), 7.54-7. 76 (5H. m), 7.86 
(IH, d. J = 8.4 Hz). 7.96-8.17 (5H, m), 8.46 (IH, d. J = 2. 2 Hz). 
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Ttm^mm. c^^IsoFNjO • o. 5h,o t vx 

■ th^*l :C, 75.60: H. 6.56; N, 8.82. 

75. 72: H. 6.31: N. 8.72. 

: 187-188 "c mmmu. ■. mk:sL^)v) 
5 ^mmso 



Me 




1 1 xntc N-[2-[(i>7.-2, 6-i?;^>5^;^-i-tf^u ^9^;w-6- 

'H-NM (CDCI3) 6 : 1.05 (6H, d, J = 6. 2 Hz), 1. 28-1. 77 (6H. m), 2.52-2.72 
(2H, m), 4.04 (2H, s), 7.40-7.57 (3H. m), 7.60-7.80 (5H, m). 7.86 (IH. 
d, J = 8.4 Hz), 7.96-8.16 (5H, m). 8.47 (IH. d. J = 2. 2 Hz). 
15 Ttm^mm. C„H„N,0 • 0. 5H,0 i 

th^M:C, 78.57: H, 7.03: N, 9.16. 
mM'C, 78.36: H, 6.64: N, 9.12. 
: 180-181 r m^imm : @^®SX5^;W 

^mm 8 1 

20 4'-p^5";WN-[2-[(i^;^-2. 6-z^^^)l-\-\f^V z^-JV)^^M-6-^y U 

::n;i/3 [1 , 1 1: 3: - ;w -4-:i!j v-T 5 H 



Me 



Me' 




1 1 N-[2- [(^'7.-2, 6->'p< 5^;l'-l-tf ^ U ^ -6- 
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'H-NMR (CDCl,) 6 : 1.05 (6H. d, J = 6. 2 Hz), 1.28-1. 80 (6H, m). 2.43 (3H, 
s), 2.52-2:73 (2H. m). 4.0.4 (2H. s). 7.30 (2H, d. J = 8.2 Hz). 7.55 (2H. 
5 d. J = 8.2 Hz), 7.63-7.78 (3H, m), 7.85 (IH. d. J = 8.4 Hz), 7.94-8.17 . 
• (5H, m), 8.46 (IH. d, J = 2.2 Hz). 

TLm^mm c,mo • o. 5h,o t vx 

_ tf^^trC. 78.78; H. 7.25; N, 8.89. 
■mM.m.:Z. 78.87; H, 7.08; N,.8.82. 
10 mM.: 198-199 *C (dec.) (m^^mm:mk:^^}V) 

4,-^ h:^^'>-N-[2-[(>'X-2. 6-i?^5^;i'-l-t!^U ;>t5=-;W-6-^ry 
Un;W [I. I'-tf 7ai-;W-4-:*;V3j^=^rv'T5 H 



Me 



MeO 




15 1 1 N-[2-[(i^X-2, 6-v'^5^;P-i-tf^U >f-;i/) ^5^;W-6- 

'H-NM (CDCIj) 5 : 1.04 (6H, d; J =6.0 Hz), 1.23-1. 85 (6H. m), 2.50-2.72 
(2H, m), 3.87 (3H, s), 4.03 (2H, s), 7.01 (2H, d, J = 8.8 Hz), 7.50- 
20 7.77 (5H. m), 7.85 (IH, d, J = 8.4 Hz). 7. 90-8. 20 (5H, m), 8.46 (IH, br). 
m^'. 194-196 "C (dec). (i^S-fb^iS : B^^X5^;i^) 

mmms 3 

6-(4-^ DD 7x-;W-N-[2-[('>X-2, 6-i^^g^;i/-l-fc!^'J 'J::-)V) 
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'H-NMR (CDCl,) 5 : 1.04 (6H. d, J = 6. 2 Hz), 1.27-1.76 (6H. nO, 2.51-2.76 
(2H. m), 4.03 (2H. s), 7.47 (2H, d, f = 8.4 Hz). 7. 70 (IH, dd, J = 2. 2 
and 8.8 Hz), 7.76-7. 92 (2H, m), 7.94-8.13 (4H, m), 8.23-8.36 (2H, m), 
8.42 (IH, d, J = 2. 2 Hz). 9.19 (IH, d, J = 2.2 Hz). 
Tm^^mm CjsH,9ClN40-0.5HjOtUT 

th^#[:C, 70.50; H, 6.12; N, 11.34. 

Ili^^trC. 70.58; H, 6.06; N. 11.14. 
iU!;^: 217-219 (dec.) (Sg^^k^iSE : I^^X5^;l/) 
ll»J8 4 

6-(4-^5^;i/y'a:-;i/)-N-[2-[(v'X-2, e-v'p^^^jWl-lf'^U i^^JP) 




1 1 N-[2-[(i^X-2. 6->?^5^;Wl-t?^U pt5=;;W-6- 

'H-NMR (CDCI3) 6 : 1.04 (6H, d, J = 6.2 Hz), 1. 28-1.80 (6H, m), 2.43 (3H, 
s), 2.51-2.72 (2H, m), 4.04 (2H, s). 7.32 (2H. d, J = 8.0 Hz), 7.69 (IH, 
dd, J = 2.2 and 8.8 Hz), 7.8O78.2O (7H, m), 8.28 (IH, dd, J = 2.2 and 



wo 01/82925 



PCT/JPOl/03614 



154 



8.4 Hz), 8.43 (IH. d, J = 2.2 Hz). 9.18 (IH. d, J = 2.2 Hz). 
M}^: 225-226 t: (dec.) m^imm : mk:x.^)V) 

m»\s 5 

4-(4-^7Da7x:n;W-N-[2-[(>'X-2. 6->^^5'^;i/-l-bf^Ui?::i;i')^5^ 
5 un;w-i-t:^u i^ytuv^^^-^rs. h 



10 'H-NMR (CDCIP (5 : 1. 04 (6H, d, J = 6. 2 Hz). 1. 23-2. 02 (lOH, m), 2. 50-2. 83 
(3H, m), 2.94-3.15 (2H, m), 4.02 (2H. s), 4.20-4.37 (2H, m), 6.64 (IH, 
br). 7.15 (2H. d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz). 7.50 (IH, dd. 
J = 2. 2 and 8. 8 Hz) . 7. 79 (IH. d. J = 8. 8 Hz) . 7. 88-8. 08 (3H, m) . 

llli^i^: 196-198 t: (dec.) (jgft'fb^iSE : Mx5^;i->?xg^;ux-7^;W 

15 8 6 

4-(4-p^9^;U:7xX;W-N-C2-[(->X-2. 6-z^:A^)V-\-}£^^) ~?-}V):^^ 



1 1 -Cm^ N-[2-C(i^7.-2, 6-i?^5^;l/-l-tf^U >?x;W ^ 9^;!/] -6- 
'H-NMR (CDCl,) 6 : 1.04 (6H, d, J = 6.0 Hz), 1. 20-2.03 (lOH, m), 2.33 



Me 




Me 
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(3H. s). 2. 50-2.82 (3H. m). 2.90-3.15 (2H, m), 4.02 (2H, s), 4.17-4.39 
(2H. m), 6.70 (IH, br).. 7.13 (4H. br). 7.51 (IH. d. J = 8.8 Hz), 7.78 
(IH, d, I = 8.8 Hz). 7.95-8.15 (3H, m). 
Ttm^mm CsoHjjN.O-HjO ibX 

: C. 73.74; H, 8.25; N, 11.47. 
||]^M:C, 74.12; H, 8.05;' N, 1L82. 
mA: 177-178 r (dec, : Mx5^;W->?X5^;i/X-x;W 

mmms i 

4-(4-7;W:^a:73:x;W-N-[2-[('>X-2, v'Xjl/)^ 

Me 




1 1 -T^ntz N- [2- [ ('>X-2. 6->^P< 5";p-i- tf^ U >^x;i/) ^ -6- 

'H-NMR (CDClj) 6 : 1. 04 (6H, d, J = 6. 2 Hz), 1. 22-2. 02 (lOH, m), 2. 50-2. 82 
(3H. m), 2.94-3.14 (2H, m), 4.01 (2H, s), 4.10-4.36 (2H, m). 6.66 (IH, 
br). 7.01 (2H, dd. J = 8.4 and 8.8 Hz). 7.11-7.24 (2H. m), 7.50 (IH, dd, 
J = 2.2 and 8.8 Hz), 7.60 (IHi d, J. = 8.4 Hz), 7. 92-8! 10 (3H, m). 
FAB(pos) : 475 [MH3* 

mmm s s 

4-(4-p^ h=^^~»-N-[2-[(v'X-2,6-i?p^5^;i/-l-t!'^'J zp::!)^) 



wo 01/82925 PCT/JP01/03614 

156 

Me 




^mm 1 1 -vmc N-[2-[(>'X-2. 6-:^^5^;v-i-tr^u >^-;i') ^^^^M-i- 

6 'H-NMR (CDCl,) 6 : 1. 04 (6H, d, J = 6. 2 Hz) , 1 . 23-2. 02 (lOH, m) , 2. 50-2. 83 
(3H, m), 2.94-3.14 (2H. m), 3.80 (3H. s)! 4.01 (2H, s). 4.19-4.36 (2H. 
m). 6.66 (IH, br). 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 
7.50 (IH, dd, J = 2.6 and 9.2 Hz), 7.61 (IH. d. J = 8.4 Hz), 7.93-8.10 
(3H, m). 
10 FAB(pos): 487 Ml* 

V, 4'-i^:7;i/:^-n-N-[2-[(->X-2. 6-i^p^5^;Wl-tf^U >?r:;l/) ^f^;i/]-6- 



Me 




15 1 1 N-[2-[(5/;^-2, 6->'p^5r;i/-l-tf^'J ;?^5^;^]-6- 
'H-NMR (CDC!,) <5 : 1.05 (6H, d. J = 6. 2 Hz). 1. 28-1.83 (6H, m). 2.51-2.82 
(2H. m), 4.04 (2H. s), 6.88-7.08 (2H, m), 7.37-7.53 (IH, m), 7.60-7.74 

20 (3H. m), 7.86 (IH, d, J = 8.4 Hz), 7.95-8.18 (5H, m). 8.46 (IH, d, J = 
2. 2 Hz) . 

FAB(pos): 486 [MH]* 
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mmm 9 0 



Me 




5 1 1 N- [2- [ (5^X-2. 5^;P-l-b!^ U ;^ -6- 

'H-NMR (CDCI3) 5 : 1.04 (6H, d, J = 6. 3 Hz). 1. 27-1.80 (6H, m), 2.52-2.70 
(2H, m), 4.03 (2H, s), 7. 23-7.40 (2H, m). 7.46-7.60 (3H, m), 7.68 (IH. 
10 dd, J = 2.1 and 9.0 Hz), 7.86 (IH, d. J = 8.4 Hz), 7.93-8.05 (3H, m), 
8.09 OH, d, J = 8.4 Hz), 8.16 (IH. br). 8.46 (IH. d. J = 2.4 Hz). 

mM. : 162-164 (^a^b^iSE : TOx5^;W 

^W^^ 1 

4'-^ D D -N- [2- [ (i^-Y vfu }d)vr 5 y ) ^ -6-^ / u -;w [i , i if 

15 y x.:^)Vl -4-:«7JP#^'>7 5 H 




1 0 -vntci N- [2- [ y zfu tf s y ) -6-^ / u 

20 'H-NMR (CDCI3) 6 : l.Ofr (I2H, d. J = 6. 6 Hz). 2.96-3.19 (2H. m), 3.94 
(2H, s). 7.45 (2H, d, J = 8.8 Hz). 7.56 (2H. d. J = 8. 8 Hz). 7.63-7.73 
(3H, m). 7.83 (IH, d. J = 8.8 Hz), 7.94-8.19 (5H, m), 8.46 (IH, d, J = 
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2.2 Hz). 

Mj^ : 201-202 "C (dec. ) m^^mm : B^^X5^;W 

mmm 9 2 

4' a D-N-[2-[(v?x5^;i/7 5 ^5^;w-6-^y u [1. 1' -tf 7 x 

5 x;i/]-4-;^3;i/Ji^^>'T5 F 



10 'H-NMR (CDCI3) 6 : 1.09 (6H, t, J = 7. 2 Hz). 2.64 (4H, q, J = 7.2 Hz).. 
. 3.89 (2H, s), 7.45 (2H, d. J = 8. 4 Hz), 7.57 (2H. d, J = 8. 4 Hz). 7.62-7.78 
(4H. m), 7.94-8.19 (5H. m). 8.47 (IH, d, J = 2.2 Hz). 
Mj^ : 196-198 -C (dec.) , (m^itmm : B^mx5^;Wv?X5^;WX-5^;i/) 

m^mm 9 3 

15 N-[2-[(2-^5^;i/-4, S-v'b HD-lH-r 5:$^V-;l/-l-'1';Wp<5^JH-6-^y 

Ux;W [1, i'-tr7xx;i/]-4-;^;i'3j?=^^>'7$ 



20 it-^m^^^thxnrcio 

'H-NMR (DMSO-dj) 6 : 2.20 (3H, s), 3.36-3.96 (4H. m). 4.70 (2H, s). 
7.34-7.56 (5H, nO. 7.58-7.82 (3H. m), 7.91-8.26 (5H. m), 8.61 (IH, d, 
J = 2.2 Hz). 10.40 (IH. br). 




Me 
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. FAB(pos): 421 [MH]* 

mj^: 212-220 (dec.) m^imm:mmx.^M 

6 y U-;i/] [1. i'-tf>'xn;w-4-:^;i/3}?=¥->75 H " 

9 

10 'H-NMR (CDCl,) 6 : 3.54 (2H. t. J = 9.8 Hz), 3.98 (2H, t. J = 9.8 Hz),. 
4.59 (2H, s). 7.30-7.80 (15H, m), 8.01 (2H. d. J = 8.0 Hz), 8.17 (IH, 
d, J = 8.4 Hz), 8.39 (IH, s), 8.55 (IH, d. J = 1.8 Hz). 
FAB(pos): 483 M* 

m,'^: 212-216 1: (dec.) m^imm : wmj^'^M 
15 mmm 9 5 

5^;W-6-^/ ;w] [1. i'-fc':7x::i;w-4-;^7;i/jH4^e^7^ H 



Me 




7 T?# e nfc 2- (^7 D a 5";w -6-:^^ / u -ji/T s.> 2 mMm^m 

'H-NMR (DMSO-de) 6 : 1.99(3H, s), 3.3(2H, br m), 3.5(2H, br m) . 4.58(2H, 
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s). 7.3-7.5(3H. br m), 7:8-8. 1(9H. br m). 8.35(1H, br d). 8.56(1H. br 
s). 

240-242 X: (dec.) (^^-fb^^* : f^®x5^;V) 

mmm 96 ' 

5 4'-'7;i/:tn-N-[2-[2-:7in;i/-4. 5-v?t HD-iH-r Si5r\/-;V'-i-'r;w 




F' 

1 

'H-NMR (DMSO-de) 5 :3.45(2H, t, J=10.0Hz), 3.82(2H, t. J=10.0Hz), 4.50 
(2H, s), 7. 31-7. 66 (8H. m), 7. 80-8. 15 (9H, m). 8.35(1H, d. J=8.8Hz). 
8. 57 OH, d. J=2.2Hz)., 

M}^: 209-210^: (i^^M^ : @^^X5^;0 

15 mmm9'7 

N-[2-[2-^>S?;i'-4. 5-i?li HD-lH-f ^yy-JW-l-f p^5^;W-6-^r 

/ U x;i/]-4'-:7;i':ra- [i. I'-if 7xn;v]-4-;^3;i/2j^^'>7'S H 




mmm7 'VniBtirz2-(^ aa Ux;|/7^> 2*tmSIS:ffl 

'H-NMR (DMSO-dg) d : 3.22(2H. t, .1=9. 8Hz). 3.60(2H, t, J=9.8Hz), 3.75(2H, 
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s). 4.52(2H, s). 7. 17-7. 40 (8H, m), 7. 80-8. 14 (9H. m). 8.25(1H. d. J=8.4Hz). 
8.54(1H, d, J=1.8Hz). 

m^: 200-202'C im^imm : BMJ^^M 

mmm 9 8 

h ^>7.-2-(4-i^ DD:7x:^;i')-N-C2-(i-hrp U -6-4^7 >J . 



##^?!l9i!#fe 2-(l-tfoU>'n;i'^^;W-6-^/ ^J::^)V7S.>t^%m 
1 4T?#fc 2-(4-^nn:7xz:;W-5-;^7;i'5}^^'>-K3->';t=^-y->?£:ffl<^iT, 



. 8.06(2H. t, J=12.6Hz), 8.29(1H, d, J=2.7H2). 
16 Bj^: 244-246*0 • 



20 8'x:nrc6-(\-}:^uv-j~)v:^^)V)-ry^u>-2-Ts.>^m^^ 

'H-NMR. (DMSO-dj) 6 : 1.57 (2H. m), 1.69 (4H, in)..1.80 (2H. m). 2.45 (4H. 
m), 2.77 OH, m). 2.90 (2H, m), 3.68 (2H, s), 4.32 (2H. m).' 7.13 (2H, 




'H-NMR (CDCls)6 :1.82(4H, m), 2..62(4H, m). 3.10 (IH, m), 3.94(2H, s), 
4.27 (2H. t like), 4.46(2H, dd like), 5.57(1H, s). 7. 35-7. 62 (7H. n). 
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m). 7.34 (2H, m). 7.38 (IH, m). 7.60 (IH. m). 7.66-7.76 (3H. m). 8.00 
(IH, d. J = 2.1 Hz), 8.71 (IH, s). 
FAB(pos):: 432 [M+H] ♦ 

m'}^: 209-211 -c (j^a'fb^ii:™xg^;i-5^-fyyDt?;^x— 

6 mmm i o o 

4_(4_^ h:^>':7xn;i/)-N-[6-(i-tfP u >'n;^^5^;^)-2-':^7^;^]-l- 



'H-NMR (CDClj) a: 1.70-1.95 (8H, m), 2.55 (4H. m). 2.70 (IH. m), 3.02 
(2H. m). 3.74 (2H, s), 3.80 (3H, s), 4.26 (2H, m). 6.56 (IH, s). 6.87 
(2H. d. J = 8.4 Hz), 7.15 (2H, d, I = 8.8 Hz), 7.38 (2H, nO, 7.69-7.76 
15 (3H, m). 7.92 (IH, m). 

FAB(pos): 4440J+H] * . . . 

MM. : 1 94-1 96 -c (iK^«^ ; @^j^x5^;W5^-r y zfn fcf;i'X— 

mmm i o i . • 

4- (4-^ p p :7 X n; W -n- [6- (i - 1! p U >?x;i/^ -2-^ y -i - k! 
20 ^Ui^>:*;WJi^^l^s H 



1 8 -vmt 6- (1- fc! P U >?x;i'pt 5^; W ::^ y ^ >-2-T 5.>^m^^ 
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'H-NMR (DMSO-d^ <5 : 1.55 (2H, m). 1.68 (4H, m), 1.78 (2H, m), 2.43 (4H, 

m). 2.76 (IH. m). 2.88 (2H, m), 3.65 (2H. s), 4.30 (2H. m). 7.33 (5H, 

m). 7.57 (IH, m), 7. 64-7.74 (3H, m), 7.98 (IH. d. J = 2. 5 Hz). 8,69 (IH, 
s). 

5 FAB(pos) : 432 [M+H] * 

Mj^ : 209-21 1 x: im^imm mmj:-^Ji-:^-r v t!;i^x-5^;i/) 
^mm 10 2. 

4-:7 X - ;i/-N- [6- (1- tf n u -2-:^ 75^;W -i- tr^ U >?>:«7 



• 'H-NMR (DMSO-dj) 6: 1.60 (2H. in), 1.70 (4H, m). 1.82 (2H, m), 2.46 (4H, 
15 m), 2.76 (IH, m), 2.91 (2H, m). 3.68 (2H, s), 4.32 (2H, m), 7.18-7.34 
(5H, m), 7.39 (IH, m). 7.60 (IH, m), 7. 69-7.76 (3H. m). 8.00 (IH. d, J 
= 1,8 Hz), 8.71 (IH, s). 
FAB(pos): 414 [M+H] * 

' mi^- 193-195 1: (i^S^t;^j8E:pmx9^;wi?-rvyDt!jux— 

20 10 3 

4-pC5^;P7xx;U-N-[6-(l-trP U >^::i;W/5^;W-2-:^:75";W-l-tf^U 




10 



1 8 T^fe 6- (1- If D u ':^x;vp^ -rv^v y-i-r s 




1 8 6- (1 - tr P u v?x;u>t j-)V) -^-y^v >-i-7 s > Sffl 
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'H-NMR (DMSO-dg) 6: 1.55 (2H. m), 1.70 (4H, m). 1.80 (2H, m). 2.26 (3H, 

s), 2.46 (4H. m). 2.71 (IH, m), 2.90 (2H, m), 3.68 (2H, s), 4.31 (2H. 

5 m). 7.12 (4H, m), 7.39 (IH, m), 7.60 (IH, m), 7.66-7.76 (3H, m). 8.00 
(IH. d. J = 1.8 Hz). 8.70 (IH. s). 
FAB(pos) : 428 [M+H] ' 

: 210-212 im^imm mmx.^)v->^-( v tf;ux-7-;w 

LO 6-(4-7;W:i-D7a:-;P)-N-[6-(l-t!^U >>=.}V^^)V)-2-^y^M=iZi 




15 mtvxnfco 

'H-NMR (DMSO-d(): 1.41 (2H, m), 1.51 (4H, m). 2.36 (4H, brs), 3.56 (2H, 
s). 7.38 (2H, dd. J=8. 3 and 8, 8Hz) . 7.47 (IH, d. J=8.3Hz). 7.73 (IH. s), 
7.83 (2H, m), 7.89 (IH. d. J=9.0Hz). 8.18 (IH. d. J=8.3Hz). 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (IH. m). 10.64 (IH, brs). 
20 218-219 (J^S^b^lSE : B^^X^;Wi^-1' V :;^D tf ;l'X— rJl/) 

mmm 105 

6-(4_pc h=\^v'7xx;i/)-N-[6-(i-kr'^U i?x;w>^5';i/)-2-:J-75^;Wxn 
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'H-NMR (DMSO-dg): 1.40 (2H. m), 1.51 (4H. m), 2.37 (4H, brs), "3.57 (2H, 
5 s). 3.84 (3H. s). 7.09 (2H, d, J=8.3Hz). 7.46 (IH. d, J=8.1Hz). 7.73 (IH, 
s), 7.81 (2H. m). 7.89 (IH, d, J=9.0Hz), 8.10 (IH. d, J=8.1Hz), 8.17 (2H, 
d, 1=8. 3Hz), 8.39 (IH, d, J=8.3Hz), 8.43 (IH. s). 9.2 (IH, brs). 

sii^^c : 263-264 "c m^^mm : wmj^^jv-i^^ y If ;wx— 

1 0 6 • 

10 6-(4-^^Dn7x-;W-N-[6-(i-k!'^U i?=i)V:^^)V)-2-iry^)V]:zn^ 




##^J 1 5 "Tf^fe 6-(l-tf^U -J^)V;^^}V) lx>-2-75 >SfflVi 

16 *i:bT#}fcc 

'H-NMR (DMSO-de): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s). 7.38 (2H, dd. J=8. 3 and 8. 8Hz), 7.47 (IH, d. J=8.3H2), 7.73 (IH. s), 
7.83 (2H. m). 7.89 (IH, d, J=9.0Hz). 8.18 (IH. d, J=8.3Hz). 8.27 (2H, 
m), 8.44 (2H, m). 9.24 (IH. m), 10.64 (IH, brs). 

20 : 228-229 1: (M^imm : mmx.^}v-7± h » 
mmm 107 

4- (4-y}V:t uyx. n;i/) -N- [6- (l- tf ^ U g^;i/) -2-:h -1- 
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'H-NMR (DMSO-dj): 1.40 (2H, m), 1.48-1.61 (6H. m), 1.80 (2H, d, J=12.0Hz), 



7.32 (IH, d, J=5. 6Hz). 7.38 (IH, d, J=8.3Hz). 7.62 (2H, m). 7.68 (IH, 
d, J=8.3Hz). 7.74 (IH. d. J=8.8Hz). 8.00 (IH, s). 8.71 (IH, brs). 

mA: 209-211 t: (i^s-fb^i^: i^Mx5^;i/->?-rvyatf;i/x-5^;w) 

10 mmm i o s 

4-(4-^ DP7x-;i/)-N-[6-(i-t?'^U >f:=.}V}t>9-M-2-±y^)V]-\-\£ 



'H-NMR (DMSO-dg): 1.39 (2H, m), 1.48-1.61 (6H, m), 1.81 (2H, m). 2.35 (4H. 
brs), 2.78 (IH. m). 2.90 (2H, dd, 1=11.5 and 12.7Hz), 3.52 (2H. s). 4.32 
(2H, d, J=13.7Hz), 7.30-7. 39 (5H. m), 7.59-7.75 (4H, m), 8.01 (IH. s). 
20 8.71 (IH. brs). 

MM. : 231-232 "C (B^itmm : f^^X^^JU-i^-f V tf;i/X-7^;U) . 

mmm 109 

4- (4-p^ 7 X w -N- [6- (1 - fc!^ «J i^x;i/p^ 5^;i/) -2-ry ^iV] -i - tf 



5 2.34 (4H, brs), 2.77 (IH. m). 2.90 (2H, dd, J=12.0 and I2.2Hz), 3.52 (2H, 
s), 4.32 (2H. d, J=13.2Hz), 7.12 (2H. t, J=8.5Hz). 7.30 (IH. d, 1=5. 9Hz), 




wo 01/8292S 



167 



PCT/JPOl/03614 



10 



16 



20 




N 
H 



'H-NMR (DMSO-dg): 1.40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H. d. J=12.4Hz), 
2.26 (3H. s), 2.34 (4H. brs), 2.71 (IH, m), 2.89 (2H. dd. J=12.4 and 
11.6Hz), 3.52 (2H, s). 4.31 (2H. d, J=12.9Hz). 7.10-7.16 (4H, m), 7.38 
(IH. d. J=8.0Hz). 7.61 (2H, m), 7.68 (IH. d. 1=8. 5Hz), 7.74 (IH, d. 
J=8.8Hz), 8.00 (IH, s), 8.70 (IH, brs). 

Mj^ : 227-228 *C {m^imm : WMX^;W-5^i' VT^a tf;i'X-5^;W 

nmm 110 

4_ (4_^ o n :7 x-;i/)-N- [6- [(>'X-2, 6->^;>^5^;i/-i- 1!^ U 
;W-2-:h79^;W-i-tf^ue?>*;i^3j?:^^i}-5 1^ 

Me 




mmm 1 7 T#7t 6-[(>/;^-2, 6->?p^^;i^-i-tr^u j?-;V')7i5^;W:^7^ 

'H-NMR (DMSO-dj): 0.98 (3H. s). 1.00 (3H, s), 1.28 (3H. m), 1.58 (3H. m), 
1.81 (2H, m), 2.78 (IH, m),.2.90 (2H. m), 3.82 (2H. s), 4.31 (2H, m). 
7.33 (4H, m). 7.43 (IH, m). 7.65 (IH, m), 7.72 (2H, m). 7.98 (IH, brs). 
8.68 (IH, brs). 

: 199-200 x: i^^imu : ft@!X5^;Wi^-r V T^P if;ux— t^JW 

mmm in 
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10 



16 



20 



Me 




MeO 

'H-NMR (DMSO-de): 0.98 (3H. s), 1.00 (3H. s) , 1.27 (3H, m), 1.57 (3H, m), 
1.78 (2H. m). 2.69 (IH, m) . 2.89 (2H, m). 3.72 (3H. s). 3.82 (2H. s). 
4.31 (2H, m), 6.86 (2H, d, J=8.5Hz), 7.18 (2H. d, J=8.5Hz). 7.43 (IH, 
d, J=8.5Hz), 7.58 (IH, d, J=8.8Hz), 7.65 (IH, d, J=8.5Hz), 7.72 (2H, m), 
7.98 (IH, brs), 8.67 (IH, brs). 

i 170-171 x: m^imm : @l^x5^;we^'f y T'a t!;vx— 

^JiS^Jl 1 2 

N-[6-[(v'X-2. 6-5?P^5^;W-l-tf'^U v^-;V) ^9')V]-2-'^y^}V]\d^V 

$^>-4-(4-7;u:4-p:7xx;w)-i-*;W3j?^riJ-5 H 

Me 




'H-NMR (DMSO-de): 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, m). 2.78 (IH, m), 2.90 (2H. m). 3.82 (2H, s), 4.31 (2H, m), 
7.33 (4H. m), 7.43 (IH. m). 7.65 (IH, m). 7.72 (2H, m). 7.98 (IH, brs), 
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8.68 (IH. brs). 

mj^ : •219-222 x: iU^imm : »mx5^;i/-i^-i' y tf;i/X— 

mmm 113 




'H-NMR (DMSO-d,): 0.99 (3H, s), 1. 01 (3H. s). 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.52 (IH. d, J=8.3Hz). 7.61 (2H, d, J=8.3Hz), 7.79 (2H. 
d. 1=8. 5Hz), 7.87 (2H, m). 8.20 (IH. m), 8.24 (2H, d, J=8.5Hz). 8.42 (IH, 
brs), 8.46 (IH, dd, 1=2.2 and 8.3Hz), 9.25 (IH, d, J=2.0Hz), 10.63 (IH, 
brs). 

MA : 229-230 "c m^^tmm : mmjL^)v--j^- y yp tr;vx— 5^;w 
mmm 114 

N- [6- [ ('>x-2, U >?x;i/) ^ ^)V] -i-ir-y^M -4* -p^ 
h^s/[i,r-if:7x-;W-4-:«jjl/j}?^-tf-^ H 

Me 



MeO 




1 7-Tr#Ac 6-[(v'7>-2. 6->?pt^;i/-l-t!^'J >?r.;i/) 7^>;i/]-^7iS' 
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'H-NMR (DMSO-d,): 0.99 (3H, s), 1.01 (3H. s). 1.29 (3H, m), 1.58 (3H, m). 
3.82 (3H, s), 3.85 (2H. s), 7.07 (2H. d, J=8.7Hz). 7.51 (IH. d, J=8.7Hz), 
7.73 (2H. d, J=8.5Hz), 7.82 (6H, m), 8.08 (2H, d, J=8.3Hz), 8.42 (IH, 
brs), 10.41 (IH. brs). 
5 M,^: 199-200 "C : Mx^^jU-^^-i- V tf;i/x~x;i/) 

mmm 115 

4' -i; D n-N-[6-[(>^7.-2. 6->';>^5^;i/-l-tr^U i^x;!') >^5^;H-2-:^75^ 
;W Ci. r-fcf>'xn;W-4-;^;i'jJ^4^-tf 5 H 




'H-NMR (DMSO-ds): 0.99 (3H, s), 1.01 (3H. s), 1.29 (3H, m), 1.58 (3H, m). 
3.85 (2H, s), 7.51 OH, d, J=8.3Hz), 7.57 (2H, d, J=8.5Hz), 7.82 (8H. 
15 . m). 8.12 (2H. d, J=8.1Hz), 8.43 (IH, brs), 10.47 (IH, brs). 

iHll^ : 220-222 im^mm. : »IKx5^;i'-$>-1' V :7^P If ;i'X— rJP) 

• mmm i i e 

4' D D-N- [2- [ [2- (3- fcf U i^=-)V) -1 - fc!^ 'J >'x;l'] ^ / U 

[1. i'-tf7acx;W-4-:*>;i/#4^lJ-5 H 




^^■gnj 8 T # nfc 4' -^7 D D-N- [2- (i^ D D ^ 5^;|/) -6-=^^ 7 U — 
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'H-NMR (DMSO-dg) 6: 1.63-1. 75 (6H. in), .2.16 (IH, m). 2.87 (IH, m>, 3.27 
(2H, m). 3.73 (2H, m), 7.40 (IH, m). 7.59 (3H, m). 7.82-8. 00 (7H, nO. 
5 8.13 (2H, d, J = 8.4 Hz), 8.30 (IH, d, J = 8. 4 Hz). 8.47-8.54 (2H, m), 
8.69 (IH, s). 
FAB(pos): 533 [M+H] + 

Mj^: 124-126 *C (dec.) (M^itmm: itmx^^;!/-^^-^ V tf;!^^- 

10 mmm 117 

4'_^pp_N_[2_[[(2s)-2-(;^ tfP V ;^^M-6-=^ 

/ U — [1, r-if :7xr:;W-4-*;i/3}?^iJ-5 K 



^mm 8 1?# e» nfc 4' -i? a p-N- [2- (^ a n -^-^y u - . 
15 ;w [1, r -tf7x-;w-4-;*7;wJi^=^-ti:5 H^sfflv^T, mmm 2 3 tm^n.o^f^ 

*fT 5 <t fc: J; D , ^M'ffc^'^<&ilfiii!»* i UT#feo 
'H-NMR (DMSO-d,) 6: 1.68 (3H, m), 1.95 (IH, m). 2.33 (IH, m), 2.84 (2H, 
m), 3.25-3.44 (5H, m), 3.64-3.71 (IH, m) , 4. 28-4. 35 (IH, m), 7.59 (3H. 
m). 7.82-8.08 (6H, m), 8.14 (2H, d, J = 8.4 Hz), 8.29 (IH, d. J = 8.4 
20 Hz), 8.53 (IH, s), 10.62 (IH, s). 
FAB (pes): 486[M+H] ♦ 

: 172-174 "C (^^imm : B^mx5^;i/->^^ V zfu tfJl/X-T";^ 

mmm i i s 

ieri-:/^)V (2S) -1 - [ [6- [ [ (4' □ P [1 , T - If 7 x x;i/] -i-^ }]/) * 
26 x; W 7 5 y ] -2-4^ / U x;W =f-)V\ -2- k! p U v' l^- h 
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8 e nfc 4' -i' n D-N- [2- (i7 D P -6-^ yj 

;W [1. r-if7x-;W-4-:jt7;i/si?4^it5 H^fflViT. mmm2 3 ii^ill0jtfP 

'H-NMR (DMSO-ds) 3: 1.38 (9H, s), 1.80 (3H, m), 2.05 (IH, m), 2.92 (IH, 
m), 3.35 (2H. m), 3.82-4.17 (2H. m), 7.62 (3H, m), 7.82-8.08 (6H. m), 
8.14 (2H; d, J = 8. 8 Hz), 8.30 (IH, d. J = 8. 4 Hz), 8.53 (IH, s), 10.63 

(IH, s). . . 

FAB(pos): 542 [M+H] * 

mj^: 163-166 "c (B^imn. : i^^x5^;i/-s^-r V zfu tr;ux— T-;P) 
mmm 119 

4-(4-^ h:^>^7a:n;i/)-N-[6-[(2. 2. 6. 6-7^ h ^p<5^;u-i-tr^>j >?-;!/) 




##•6^1 1 9 •vmta 6- [ (2, 2, 6, 6-r h ^ 5^;P-1- U ^ -2- 

'H-NMR (DMSO-de) a : 1.00 (12H, s), 1.53-1.81 (lOH, m). 2.71 (IH, m), 2.88 
(2H, m), 3. 72 (3H. s), 3.90 (2H. s), 4.30 (2H, m), 6.86 (2H, d, J = 8. 8 
Hz). 7.18 (2H. d. J = 8. 8 Hz). 7.52-7. 79 (5H. m), 7.97 (IH, s). 8.66 (IH, 
s). 
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FAB (pes) : 514CM+H] * 

Sll;;^ : 1 64-1 66 r (l^^imm : l^mx5^;i/->^-r y -/O t!;i/X-5^;P) 

mnm 12 0 

4* b =^^>'-N- [6- [ (2. 2, 6. 6-x h 7 ^ 1!'^ U :^^)V] -2- 

6 . :^:75^;W[i.i'-t::7a:::i;i/]-4-;^7;i'3l?^1t5 K 




1 9 -rwfc 6-[(2, 2, 6, 6-5^ h ^p^5^;wi-tf^u ^5^;w-2- 

10 'H-NMR (DMSO-dg) 5: 1.01 (12H. s), 1.55 (6H, m), 3.82 (3H, s), 3.93 (2H, 
s). 7.06 (2H, d, J = 9.2 Hz), 7.57 (IH, d, J = 9.6 Hz), 7.71-7.87 (8H, 
m), 8.08 (2H, d, J = 8.4 Hz), 8.41 (IH, s), 10.40 (IH, s). 
FAB (pes) : 507CM+H] * 

g!!^ : 212-214 *C mmimm : B^mx5^;v->'-r V tf;i/X— r;W) 
15 ^Jfi^J 12 1 

4* -:7;v:^-n-N-C6-[(2, 2. 6, 6-7- h ^;*9^;P-i-tf^U e^x;w ^5^;W-2- 




##^(1 1 9 Tftfe 6- [ (2. 2, 6. 6-5^ h ^ ;< 1!^ U >^x;i/) 5^;)/] -2- 

20 i-y^u>7^>^m^^x. mmms 4(0 3) tmu(pmi^^nv!it\z^ 

'H-NMR (DMSO-de) 6: 1.01 (12H, s), 1.54 (6H. m), 3.93 (2H, s), 7.35 (2H, • 
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m). 7.74-7.87 (8H. m). 8.11 (2H. d. J = 8.4 Hz), 8.41 (IH, s), 10.43 (IH. 
s). 

FAB (pes): 4950iI+H] * 

M}^: 238-241 t: i^^imU :mM:r.^)\^-V^V'fu\d)V:L-^)l) 

5 mmm 122 

y [1 . 1 ' - e 7 ai - ;w -4-;^7 =^^ti- s H 



Me 

1 9 6- [(2, 2. 6, 6-f h ^pt5^;i/-l-fc!^U v?-;W ^5^;W-2- 

10 ^y^\y>7s.>^m^^x. mmm5 4<D3) tmuo^mi^^n^D^niizj: 

•H-NMR (DMSO-dj) 6 : 1.01 (12H, s), 1.55 (6H, m), 2.37 (3H, s), 3.93 (2H. 
s). 7.32 (2H. d, J = 8.2 Hz). 7.57 OH. d. J = 9.6 Hz), 7. 66-7.87 (8H, 
m). 8.10 (2H, d, J = 8.6 Hz), 8.41 (IH. s), 10.41 (IH, s). 
15 FAB (pes) : 491 [M+H] * 

Mj^ : 235-237 X: (B^itmm : mmx.^)V->>^ VZfU tfJPX-x;!/) 
12 3 

4* -i^ D D-N- [6- [ (2, 2, 6. 6-5=- h ^ ^ 5^;i/-l- tf ^ U v'r:;!.) ^ 9^;)/] -2-:^ 

[1, 1'-if 7x-;W-4-:^7;i/xH=^^i}-5 1< 



1 9 6-[(2. 2, 6, 6-^ b ^ ;>^5^;V-l-tf^U ;»<5^;W-2- 




20 
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'H-NMR (DMSO-dj) 6 : 1.01 (12H, s), 1.54 (6H. m). 3.93 (2H, s), 7.57 (3H, 
m), 7.74-7.89 m. nO. 8.12 (2H, d. J = 8.6Hz), 8.41 (IH, s), 10.45 (IH, 
s). 

5 FAB(pos): 511 [M+H] * 

M : 244-246 X: {Bmimm : mmJ^^)l-i^^ V^n tfJl/X-xJU) 

mmm 124 

4' a n -N- [6- [ (v'-r V T'D tf ;i/T a y ) 5^;u] -2-i- y [i . r - tf 
7x-;W-4-*;i/3j?:^ita H 




. 2 0 1?# e.nfc N- [6- [ (e^-i' v t'p trji^T a / ) ^ ^^jw -2-:h:7 5^ 

'H-NMR (DMSO-d,) 6: 1.03 (12H, d, J = 6.6 Hz), 3.01 (2H, m), 3.75 (2H. 
15 s). .7.52 (iH, d, J = 8.7 Hz), 7,57 (2H, d. J = 8.7 Hz), 7.76-7. 89 (8H, 
m). 8.12 (2H. d, J = 8.4 Hz),- 8.43 (IH, s), 10.47 (IH. s). 
FAB (pes): 471 [M+H] ' . 

m^..: 246-250 "C (MS«^ : @^^X5^;U->?-r V l^;i.X— 5^;U) 

mmm 12 5 

20 6-(i-tfPUS^x;i/^5^;U)-2-:^73^A 4-(4-i^DD7jcx;W-i-fc;^U 




0mm 2 2T#fe 6-(l-t!PUi^x;^;^5^J^)-2-:^7^-;^ ^ityi^mmm. 
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■H-NMR (CDCl,) 6 : 1.68-1.83 (6H. m). 1.90-1. 95 (2H, m), 2.55 (4H, m). 
2.74 (IH, m). 2.97-3.12 (2H, m). 3.77 (2H. s), 4.49 (2H, m), 7.17 (2H, 
6 m), 7.26-7.33 (3H, m). 7.49 (IH, m), 7.55 (IH, d. J = 2.4 Hz), 7.73- 
7.76 (2H, m), 7.81 (IH, d. J = 9. 3 Hz). 
FAB(pos): 449 [M+H] + 

m,^. : 121-123 "c m^imm mmx^)v-i^-i v tf;!/x-T-;i/) 
mmm 126 

10 6-a-\^n^)^=:.Jl^:A^}V)-2-i-y^}V 4-(4-^ h^'>:7a:-;i/)-l-tf^ 



2 2 6-0-trp u v^n;pp^9';w-2-:h7 h— %\t7i^mwk 

15 ^tbT#fc. 

'H-NMR (DMSO-dj) 5: 1.71-1.80 (8H, m), 2.50 (4H, m), 2.75 (IH, m), 
2.99-3.15 (2H, m), 3.72 (5H. s-like), 4.14-4.32 (2H, m), 6.88 (2H, m), 
7. 20-7.33 (3H. m), 7.50 (IH, m). 7.65 (IH. s), 7.82-7.93 (3H, m). 
FAB(pos): 445 [M+H] + 

20 mM.: 127-129 *C (ifeS^b^^S^ : B^^x^'ju-v'-r y hr;px— r;i/) 
llJfi^J 12 7 

6-(l-bfnUi^x;^;<5^;W-2-:h7^JI/ 4-(4-j>^5^;t'7xx;W-l-tf^U 
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'H-NMR (DMSO-dg) 6 : 1.72-2.00 (8H, m), 2.28 (3H, s), 2.51 (4H. m). 

5 2.68-3.15 (3H. m). 3.54 (2H, s), 4.30 (2H. m), 7.15-8.01 (lOH. m). 

FAB (pes): 429 [M+H] * 

MM, : 238-240 X: m^imM : V y P i^JVJL-T-M 

^mm 12 8 

6-(i-t!nUi?n;p^5^;U)-2-:^-75^;w 4-(4-:7;i/:to7x-;W-i-t!^ 
10 u>'>;<7;PjK^>'l/"-h 



0mm 2 2T#fe 6-(i-t!P u z^=i)v^^)\^)-2-i-y h—)v ^itimm^ 

15 'H-NMR (DMSO-dj) 6: 1.73-1.91 (8H, m), 2.51 (4H, m). 2.71-3.15 (3H, in), 
3.76 (2H. s), 4.23 (2H. m), 7.15 (2H, m), 7.35 (3H, m), 7.52 (IH, m), 
7.66 (IH, m), 7.90 (3H. m). 
FAB (pes): 433 [M+H] * 

: 106-108 r mm<mm mmjL9-)v-z^^ v:/d fc!;i/x-T-;i') 

20 12 9. 



2 2-I?#fe 6-(l-t!P U >'-;i/^9^;i/)-2-:h>' 1 — )V ^tTHm^^ 
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'H-NMR (DMSO-d,) .6: 1.69 (2H, m). 1.90 (4H. m), 2.00 (2H, m). 2.82 (IH. 
m). 3.12 (2H, m), 3.22 (4H, m), 4.21-4.49 (4H. m). 7.16-7.44 (5H. m), 
6 7.75 (3H, m), 7.93-8.12 (3H, m),. 10.69 (IH, br). 
FAB(pos): 415[M+H] + 

: 213-215 t: (^^<mm : B^igx5^;i/->f-r V tf;i'X— 

13 0 

N- (2-;;^ ^;i'-l . 2. 3. 4-x h ^ k K P ^ > ^ [b] [1 , 6] :^ :7 5^ U >-8-r 

10 ;i/)[i,i'-if7xn;W-4-*;i/i^^ti-^H 



m^m2 S-Xrmrc 2-^^;U-l,2.3.4-7^h^t KP^>l/[b] Cl,6]:^7^ 



s). 7.53 (3H, m). 7.78 (2H, d. J = 8.4 Hz), 7.83 (3H, m). 8.00 (2H, m). 
8.12 (2H, d, J = 8.4 Hz). 8.47 (IH. d, I = 2. 2 Hz). 10.56 (IH. s). 
: 236-238 13 (M^itmm : Wmx.^)V-i?^ V "Ztu 

mmm 13 1 

20 4' P-N- (2-p^ 9^;W1 , 2. 3. 4-x h ^ b H P ^ > V [b] [1 . 6] :h 7 5^ U 

>?>-8-r;w fi. r-fc*7x-;w-4-;*7;u4?4^iJ'5 H 



##^J2 3-e#75: 2-^^;U-1.2,3.4-7^h^t: KP^>\/[b] [1. 63:^75^ 
'je^>-8-7$><£fflViT, ^»J5 4©3) tlHII©^f^<£ff "5 H ttCJ;t)> 
25 ^ffiit:'&#>Slifiii!»5l5tUT#fc, 




15 



'H-NMR (DMSO-de) 6: 2.42 (3H. s), 2.80 (2H, m), 3.10 (2H, m). 3.71 (2H. 
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'H-NMR (DMSO-dj) 6: 2.42 (3H. s), 2.80 (2H. m), 3.10 (2H. m). 3.71 (2H, 
s). 7.36 (2H, m), 7.88 (5H, m), 7.99 (2H. m). 8.11 (2H,. d. J = 8.4 Hz). 
8.46 (IH. d. J = 2.2 Hz), 10.56 (IH, s). 

: 230-232 X: (MS-fb^iK : mk:r.^}V-i^^ V zfu t!;i/X-x;W 

5 mmm 132 

. 4" - t^ D 0-N-(2-p^5^;i/-1, 2. 3. 4-7^ h ^ t H □^>V''[b] [1. 6] :^-79"'J 

>-8-^;p) [1. 1' - k*:7xn;i/]-4-*;i'jJ^=^^if ^ H 



##^J2 3T#;t 2-^5^;i^-l,2, 3.4-7^ h^b HD^^y Cb] [1,6] 

'H-NMR (DMSO-d.) 6: 2.42 (3H, s), 2.80 (2H, m), 3.07 (2H. m). 3.71 (2H, 
s), 7.58 (2H, d, J = 8.4 Hz). 7.80-7.99 (7H. m), 8.12 (2H, d, J = 8.4 
Hz), 8.46 (IH. d. J = 2.0 Hz), 10.57 (IH. s). 

15 MA: 238-240-0 (^S^fc^JK : WBIx5^;i/->^-f V :/a tf;i/X-7^;i/) 

13 3 

N- [2- [ (>?-f V tr;vT 5 y ) ^ -6-=^^ / u x;w [i , r - tf 7 xx 



1 0 N- [2- [ (v'-r V y D t!;i/T s / ) >^ -6-^ / u x;i/] 

'H-NMR (DMSO-dj) d : 1.03 (12H. d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.43-7.56 (3H. m), 7.69 (IH, d, I = 8. 4 Hz), 7.67-8.05 (6H. m). 8.12 





X. 
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(2H. d. J = 8.4 Hz), 8.26 (IH. d, J = 8.4 Hz). 8.51 (IB, d. J = 2.2 Hz). 



10.58 (IH. s). 
FAB (pes) 438[M+H] + 

MM. : 208-209 (m^imm : B^BlX5^;W-:^-1' V^o tf;WX-x;i') 

5 mmm 134 

N-[2-[(v-ryyDif;uT5y)>^g^;W-6-^y U-;w-4'-^ h^z^ 
[i.i'-if:7xri;W-4-;^7;i/3l^:^^-ti-^ F 



1 0 T#fc N- [2- [ (v^-f y y o tf ;i/T 5 y ) -6-^ / u 

'H-NMR (DMSO-dj) 6: 1.02 (12H, d, J = 6. 6 Hz). 3.02 (2H. in). 3.82 (3H, 
s),' 3.85. (2H, s), 7.07 (2H, d, I = 9. 2 Hz). 7.72 (3H. m), 7.82 (2H, d, 
J = 8.4 Hz). 7.96 (2H, m), 8.08 (2H. d. J = 8.8 Hz). 8.25 (IH, d. J = 
15 8.4 Hz). 8.50 (IH, s). 10.55 (IH, s). 
FAB (pes) 468[M+H] + 

: 223-225 (j^^-fb^JK : mm:i^^JV-i^^ V :/a tf;ux>-x;w 

imm 13 5 

N- [2- [ {.v^ V :/a bf ;i.T s y ) ^ "f-M -6-^ j u -4' -:7;i/:t o 

20 [l.l'-H7a:-;W-4-;«7;l'3j^^1i-$ H 



0T#;tN-[2-[(>'-1'V:/Dt!;i/T5y)^?;H-6-=^^/ Un;i/] 




Me 
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'H-NMR (DMSO-dj) 6 : 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
i), 7.35 (2H, m). 7.69 (IH. d. J = 8.4 Hz), 7.80-7.88 (4H, m), 7.96 (2H. 
m), 8.11 (2H, d, J = 8.4 Hz), 8.25 (IH. d. J = 8.4 Hz), 8.51 (IH, d. J 
5 = 2.2 Hz). 10.58 (IH, s). 
FAB(pos) 456[M+H] + 

mik : 207-209 *c (m^imm mmj^^^jv-z^^ vzfu \l)],-x.-^}V) 
13 6 

N- [2- [ (j^-f y y D 5 y ) ^ -6-=^- j u w -4' 5^;i/ [i , r - 
10 If :7xn;i/]-4-;<7;P3j?^iJ-5 H 

.X. 




Me 

1 0 N- [2- li^MV^u tf 5 7)^ -^-^ J U n; W 

15 'H-NMR (DMSO-dj) 6 : 1.02 (12H, d, J = 6. 6 Hz), 2.37 (3H, s), 3.02 (2H. 

m), 3.85 (2H. s). 7.32 (2H, d. J = 8. 2 Hz), 7.69 (3H, m), 7. 84 (2H, d, 

J = 8.4 Hz), 7.96 (2H, m). 8.10 (2H, d, J = 8. 2 Hz), 8.25 (IH. d, J = 

8.8 Hz), 8.51 (IH, d, J = 2.2 Hz), 10.56 (IH, s). 

FAB (pes) 452[M+H] + 
20 iUj^: 225-227*0 (^Sa-fb^J* : Wi^X^^Jlz-i^-r V/a tfJUX— x;i/) 

mmm 1 3 7 

N- [2- [ (i^-f V y D tf;i/T ^ ) / -6-4^ / U =-)V] -6- (4-^ '^JVy x 
-JP)-r35">T5K 
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. Me' 




Me 



1 0 x-nrc N- [2- [ ( v-f vzfu tr;i'T 5 y ) ^ 5^jW -e-^ / u -M 

5 'H-NMR (DMSO-d^ 6 : 1.02 (12H, d, J = 6.6 Hz). 2.39 (3H, s), 3.02 (2H, 
, m), 3.86 (2H. s). 7.36 (2H. d. I = 8.4 Hz), 7.70 (IH, d. J = 8. 4 Hz). 
7.97 (2H. m). 8.13 (3H, m). 8.27 (IH. d, J = 8. 4 Hz). 8.42 (IH. m), 8.50 
OH, d, J = 2.4 Hz), 9.22 (IH. d. J = 2.4 Hz). 10.70 (IH, s). 
FAB(pos) 453CM+ia + 

10 m^: 211-213 *c (j^S{k^jiSE:S^mx5^;i/-v?-i'vypt!;Px-5^;W 

mmm 1 3 s 

6- (4- D □ :7 X n;i/) -N- [2- 10^^ v^u injurs, y)?^ -6-^ / U 



15 1 0 N- [2- [ (i^-f v^u t:;v7 ^y)?^ ^)V\ -6-^r / u n;w • 

7-feh75 H^fflViT, mMmQ<0 2) tn^o^m^^n'D^ii^z^Ki. s 

'H-NMR (DMSO-de) 5: 1.02 (I2H, d. J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.61 (2H. m), 7.70 (IH, d, J = 8. 1 Hz), 7.93 (2H, m), 8.23 (4H, m), 
20 8.48 (2H, m), 9.25 (IH. m). 10.74 (IH. s). 
FAB(pos) 473[M+H] + 

UM. : 201-203 mmitmm. »^x^;i'->''r vfu tr;i^x— r;w 
mmm 13 9 




N 



X. 
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1 0 N- [2- [ (v?i' V -/n h!;i/T s y ) ^JU] -6-^ y U 

ns^^fr^ i: 13 J: D > mmi\:^m^m^B^^vxmco 

. 'H-NMR (DMSO-dg) (5: 1.02 (12H. d, J = 6.9 Hz), 1.60-1.77 (4H, m), 2.26 
(3H, s). 2.85-3.03 (5H. m). 3.82 (2H, s), 4.43 (2H, m). 7.12 (4H. m), 
7.62 (IH, d, J = 8.4 Hz), 7.79 (2H, s-like). 8.05 (IH. s), 8.12 (IH, d, 
10 J = 8.8 Hz), 8.81 (IH, s). 

FABCpos) 459CM+H] + 

ifi^: 184-186 t: (f^^<mm:mWt:r.^Jl->^-CV:fa}:fjVx.-^;U) 

mmm i .4 o 

4- (4-i57 n a 7 X -N- [2- C (i^-f V y □ bfjl/T S y ) ^ -6-^ y U 
15 -;|/]-i-E'^U>'>:^;Uj)^=^^i^-5 

Me 

O |*^'^Y^N^Me 

1 0 -vmc N- [2- [ (v'-i' V y n tf 5 y ) ^ -s-^ / u 

20 'H-NMR (DMSO-dg) d: 1.01 (12H, d. J = 6.3 Hz), 1.59 (2H, m), 1.81 (2H, 
s). 2.78-3.00 (5H, m), 3.82 (2H, s), 4.32 (2H, m), 7.32 (4H, m), 7.62 
(IH, d. J = 8.1 Hz), 7.79 (2H, s-like). 8.05 (IH, s), 8.12 (IH, d. J = 
9.0 Hz), 8.81 (IH. s). 
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FAB(pos) 479[M+H] + 

mi^ : 201-203 -c (m^imm : mmj^^jv-i^-i v zfa tf ji/x-x;i/) 
mmm i 4 i 



-;i/-2-1';W;>^:5'y— ;i> (lOOmg. O.SOlmmol) iihU :X-^)V7 S.> (0.050ml, 

o.seimmoi) (o^h^\i\^uyy> (3ml) Mfc o'CTp^^ n 

10 UH (0.0256ml, 0.331mmol) ^m^. 15^M»j^bfco JRi£;?lKfct!D U 

(0.3ml) ^ia^. immmi^vft^. imMmm^ija^i^x.^jix.-y^jw 

(l.Smg) *»75:. 

'H-NMR (CDClj) 6 : 1.83 (4H. m), 2.62 (4H, m), 3.80 (2H. s), 5.04 (2H, 
s), 6.27 (IH, s), 6.85 (IH, dd, J = 2.4, 8.4 Hz), 7.05 (IH. d, J = 2.4 
Hz). 7.19 (IH, d, I = 8.4 Hz), 7.33 (2H. d, J = 8. 6 Hz). 7. 49 (2H, d, 
20 J = 8.6 Hz), 8.95 (IH, s). 

mmm 142 

6-7 X x;v-N- [6- (1 - tf o u i^x;!/^ 5"; U) -2-r y^M-n^>75.}i 



1 8 6-(l-t!a U -:^::i)Vy^^)V)'ry^U>-2-75.>^m^^ 



5 



H 
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'H-NMR ©MSO-dj) 6: 1.73 (4H, m). 2.50 (4H, m). 3.75 (2H. s). 7.47-7.59 
(4H. m), 7.77-7.92 (4H, m). 8.20 (3H, m), 8.44 (2H, m). 9.25 (IH, m), 
10.63 (IH. s). 

5 M,-^ : 212-214 t: (M«i«:i^^x^;w->'i'yyDt:;i^x-5^;W 

^iS^aj 14 3 

6- (4-^ h ^^v"!? xn;w -N- [6- (1- If o u -2-:)-7 5^;W 



10 ##^J1 8T#;t 6-(l-lfoU.>'x;i'^5^;W^7:$'k>-2-T5>*.^Vi 



s). 7.09 (2H. d, J = 9.0 Hz), 7.47 (IH, dd, J = 1.5, 8.4 Hz). 7.76-7.91 
15 (4H. m), 8.10 (IH. d, J = 8.4 Hz). 8.18 (2H. d, J = 9.0 Hz), 8.38-8.44 
(2H, b), 9.20 (IH, m),. 10.59 (IH, s). 

MM. : 261-263 m^imU : @mX5^;l/->^-r V l^^O t?;i/X-5";W 

mmm 14 4 

6- (4- y)V:toyx. x;i/) -n- [6- (i- tf p U >'x;i/>^ 5^;i/) y xn 
20 ^>75. H 



#%^J 1 8 6-(i-t!D U v'x;^^5^;^):^:7^ l/>-2-r5 >^m^^ 




'H-NMR (DMSO-d,) (5: 1.72 (4H, m), 2.50 (4H, m), 3.73 (2H. s), 3.85 (3H, 
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'H-NMR (DMSO-dj) 6 : 1.71 (4H. m). 2.47 (4H, m). 3.72 (2H, s), 7.41 (2H, 
m).. 7.48 (IH. d, J = 9.6 Hz), 7.76-7.91 (4H. m). 8.18 (IH, d, J = 8.4 
Hz), 8.28 (2H, m), 8.45 (2H, m). 9.24 (IH, d, J = 2.4 Hz), 10.63 (IH, 
s). 

5 m,^ : 238-240 "c mmitmm. : imx^^jiz-v'-r y yp tr)i/x-7=-;w 
mmm 14 5 

6- (4- 7 X zi; W -N- [6- (1- fcf D 'J v?-;pp< -2-:^ - 3 ^ 
>75 K 




10 ##^1 8T#fc6-(l-trPU>'-;i'P<5^;W:^:7^U>-2-7a>?£fflVi 

'H-NMR (DMSO-ds) 3: 1.71 (4H, m), 2.39 (3H, s), 2.47 (4H, m), 3.71 (2H, 
s). 7. 35 (2H, d, J = .7.8 Hz), 7.45 (IH, dd, J = 1.8. 8. 4 Hz), 7.74-7.89 
15 (4H, m),. 8.12 (3H, m), 8.44 (2H, m), 9.23 (IH, m), 10.62 (IH, br). 

mM. : 260-262 "c i^^mmm mmx^jp-i^-i y tf;i/x— r;w) 
mmm 1 4 e 

6- (4-i^ D D y X— ;v) -N- [6- (1- 1! D U ~P 5^ 

>72. H 




1 8 6- (1 - P U z^=^)V :^^)V)i-y^U >-2-r 5 > 

'H-NMR (DMSG-d.) <5 : 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.47 (IH, 
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dd, J = 1.8. 8.4 Hz). 7.61 (2H, d. J = 8.4 Hz). 7. 76-7, 88. (4H. m). 8.23 
(3H, m). 8.45 (2H. m). 9.24 (IH, d. J = 1.5 Hz). 10.68 (IH. br). 
Sill^ : 270-274 X: (B^<mm : mmx.^)V-J^ VZfu tf JVX-7^;W 



5 m^m\ 

(1) ^WS^\ 1 -^%htltz.\\^'^m 5 0 mg 

(2) "7^ h-7> 3 4 rag- 
es) V'O^^UU-^W^ 10.6mg 
(4) Y^^UZl-ym^ ^(Oyy^ 5 mg 

10 (5) ;:^xTU>I^V^^>^^A 0.4ii!g 

(6) jj;i/7|^=^5^;?^5^;P'b;pP— X:^;i/>-'^A 2 O mg 

tl- 1 2 0 mg 



'^mzm^±-^ (1) ~ (6) ^^i^L'^ ^masffiViTjr^s-rscitfrj: 

15 

##«?1J 1-1 =yv hf^**cDNASrfflVifePCR^*{Cj;-5^ h SLC-1 
cDNA 

hlSS5fepoly (A) *RNA .(i:7D — >T-^y^*i:) ^^^tb. =7>'^K:f 
^-f -T— &fflViTi£ife^KJiSS:fT;5:^fc. JJft^r^S^&ji, RNAPCRver. 

. -^t l:teJ;t;C2 0'&^DNAy^-rT-§fflViTPCR*fetCJ;Sii<@^ff;^ofc. 

DNA :/^-f v-jis^#Me{cfaiRsn§m*^0itewJi'ii$ns J: 
■?-©igifcate^©5' Sal I (om^-t^^w^ 

^j;o?#jo^n, 3* m\zMw^n spe i omi^-r^JtSBB^Ri^^^in^ns 

J5&?S<5[)m^fi.cDNA^M5 M U-&^DNA-y^-l'V-=&0.4 MM.0.25nMdNTPs, 

pfu (xh^^>'->tt) DNATj^u^^— tf 0.5 M \^^xmmz.¥im,(D}\v 

=t^>x;i/'7— it) ^fflVi, 94"C • 60 ^©JOfSi©^. 94*0 • 60 
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60'C-30|J>. 72"C -1 50 35111)^0 51 Ua^lc:72t:T10 53'P^ 

5 if A cDNA m^(Dmmmn(Dmn\zj:^mm cdna mnom^ 

y-jmm. ^xy-jp- i^ooTtNjPAttm, x^y-;petit^fT75:oTDNA 

^IlIJRL/i'S:. PCR-Script™AmpSK(+)i7P— ->^^r^> h (X h'5^>^— >1±) 
10 (Dm:^izm>. lHlJKUfcDNAi&y^;^5 H^^^^-PCR-Scnpt Amp SKC)^ 
iJ-::f^D— n>^b}t. Jin^&Xv'xUtiT (Escherichia col i) XL-1 

Blue tr^XbT^®iiElfeUfc^> cDNA jf AJUrn-Sr^t^i^ • 

•r'5i7n->0^5^&MMbfet?*:^«^?&fflViT4J-Jiib, J^Stelfe^E. coli 
15 XL-1 Blue/9 V h SLC-1 ?£#fCo (D^ U'->^7>}dz^V >?£-&bLBi§ 
SfeJ§4IU, QIAprepS mini prep (^7y>tt) MV^TT^^XS K DNA 
Sria^bfeo UMbfcDNAO— gPS:fflViT$!lPS^^Sal l43.J;tXSpe UcJ; 
^mm'S:nU^^^ Jf A$nxVi;5g^#:cDNA|lfn-©:^^^^5t^l>feo. its 
@B^J©^j£(Z>;fe«?)OKJE&^iDyeDeoxy Terminator Cycle Sequence Kit (/\°— 

SLC-1 i'>/^i7M (iH^J#-^: 3) $3— KfS cDNABB2^J (Lakaye, B. et al. 
Biochim. Biophys. Acta. Vol. 1401, pp. 216-220 (1998), accession No. 
AF08650) ©5' -filllC Sal I ^?iSH?iJd^#JOb. 3* m\Z Spe I ^mi^li)^mXi 

25 vTzii&Bi^mmt-^t^^t^^mvrc. mmm^i 4) . 

1-3 "^yh SLC-1 CHO m^<Di^M 

1 - 2TE^J*«^fl^^$nfc9^:/ hr^fi5i5<z) slc-i <D±&75.^mm 
^j^^-Fb, 5' m\zsii immmmmniy. ^fes' {ncspe i»@s 
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coli (Djyp->j:Q Plasmid Midi Kit i^7y>^) SfflV^xy^XS h** 
iiSSlU ^K^J^Sal I:feJ;tJfSpe IT^^fbT-f hgU^J-S^QtiiU 

fc. -r h DNA \,tMnm}^> 71^ o -xyjvAve, a v u t?^ o m 

5 mSrfri^cCoTlHliRLfco ;i©-r >i^— b DNA Sal I iSckt/fSpe I T^»f 
L;ti(j#im^3K^^^'^— K pAKKO-lllH (Hinuma, S. et al. 
Biochim. Biophys. Acta, Vol. 1219, pp. 251-259 (1994)tB«cO pAKKOl. IIH 

-fy— >3>?fefT^Vi, MS^^ffly^Xa KpAKKO- SLC-1 <&^^Lfe„ 
10 pAKKO- SLC-1 -gjl^gMSSIl/fcE. coliDH5(I — Sr^H^.Plasmid 
Midi Kit (=^Ti^>tt) <&ffiViT pAKKO- SLC-1 K DNA SrinSlbfe, 

j:n<£CellPhect TransfectionKit (T'7i^^A7T;i^'^'>TA-1':tx^'tt) 

&fflVi^#o:/n hn;p{ct«!^TCHO dhfriaBliatc^Abfc, lo ^gCDNA 

15 MO CHO mx-m^&^^Ml^t^ 10 cm i/-^'— l/fC^iFDL;^. \0%^l^llk\^il^ 

>'Mieifii?t<&^'D^iS^^ MEM ai^i^fi-e^*bfc. jl^J0it!l4'lriiiabT< 
^ SLC-1 CHO We*^?^^te^iiijia©n D--56 ^ P.-><£3l^bfe. 
1-4 y h SLC-1 W-feyrJ'-geKmRNAO^S^aOiiSVi CHO/ 

20 SLC-1 «ffliatS|c(DS*^ 

#*^J 1-3 "TfSJit^nfe CHO/ SLC-1 56 i7 n— h SLC-1 
mRNA (D^MM^ Cytostar T Plate (T*7$^-lr t;W'^-> 

CHO/ SLC-1 ^^CD^i^P—^^^ Cytostar T Plate well JC2.5 x 10*^T 

25 t:>»SbT 24B#W"i^«bfe^> 10%,*:;i/-7U>lCJ:oTtt*@^bJ/S:. ^ 
well }C0.25% TritcnX-100 Sr^JnbTmcDMttSrfetffc^. «S 
b;tiB^J#-^: 5© riboprobe ^BPAT/W >^U^-rX$itfc. 20 mg/ml (D 
RNaseAS^well \zmXXMM(D riboprohe ^mit\^.'/U—h^J:i<^^V 
ftm. A-1':^U ^'T Xbfc riboprobe (Dtkm^S^^ Topcounter T^iJJtbfc. 
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mmm 1-5 t h sLc-1 cDNA ^-^tf y 5 HO^ii 

thii&OT*^cDNA library (SUPERSCRIPT™ cDNA Library;GIBCOBRL ft) 
5 Genetrapper cDNA positive selection system (GIBCOBRLlt)©"^— rtT 

Mzm-oX , :7T->' Fl X>K^i^l/T— tf^^fflViT, DNA{Cnick2:Atl 
fc^, x$/:nUtT :3U x^y>?ii7l/T— Ill •rtW'fb«ili:fcJ;!9> 
. 1 2fi:mt hll&ieiiei** cDNA library ^liMbfe, 

Kolakowski Jr. & (Kolakowski Jr., et al (1996) FEBS Lett. Vol. 398, 

10 pp. 253-258) (DnBiz&-^^^xi^mh^tm^m^.: 6<^'^^^0::ty^^U^ 

(accession No. U7 1 092 © 1434-145 UC^BS) ©3* biotin-14- 
dCTP S Terminal Deoxynucleotidyl Transferase S>^ViT#iWU> biotin-fb 

15 1 *^tihJ|^ieBe3S*cDNA library 4 M 95t:-ri ^K-h 
• TiiJ^L, biotin<t:^Urf5?i>P':^-^K20 ngS:Jn;l> •37'C-ei ^# 

;n< :/ U tJ^-f if- -> 3 > A* >y :7 T -if/N-f U ^-r X bfc x h h T H 

>f>t*— X&^IP^^ MAGNA-SEP Magnetic Particle Separator (GIBCOBRLa) 
*ffiViT^ biotin :i ^ ^ 5^ H tC/ W U rJ^-f Xbfe 1 2^^k 
20 iSiJ*5l5cDNA&#IIIIU Kolakowski ,Jr: 6©^^ (Kolakowski Jr., et al 
(1996) FEBS Lett. Vol. 398, pp. 253-258) iZ&':S\,^X^mhrcmnm^ : 
7 (D^^a-^y-ii^i^ V^^V (accession No. .U71092 © 1011-1028 fCffi^) 
50ng&y5'f7-}C:bT"7Xj.7;Hc:tJe^T*BM^&'&^b. 2 2j:0:7'^7. 

25 ##«R) 1-6 #gibfc t h SLC-1 cDNA Sr'^tf:;^'^^ S H©:iL*@2^J©^^ 
1-5 T# e> ntcLZfyT. 5 F ^ ELECTR0MAX™DH1 OB™Ce 1 1 s X U ^7 
. hOTi?!/— >3 >feT«AbT?^KK^Lfc^> cDNAJf AS'fM-Sr^t0^57D- 
>€:T>tf->'J>SLUfX-gal ^■^trLB^55^^4'Tji^L, 
a->©*.*i!SMbjfcO*««^"C-C>"3ViT^J-|llb, ?^Htegl#:E:. coli. 
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DHlOB/hSLC-1 ^nf:iM^O!7 0->*T>ev'U >*'g'tPLBlSfiffiT— Bftit 
aiU, QIA prep8 mini prep (^7y>lt) *fflViT:/^X5 F DNA *J|ti!lb 
:feo :®S@B^J^3^®fci^)®SJi5J^> DyeDeoxy Terminator Cycle Sequence Kit 

5 MUVTco ^<Dm^> @3^j#-^: 8\z^-rmmm^nrco ciJiicwenfc 

m&mm^::i-\^'r^TS.ymmn (IB^J*-^: 9) lakaye 6<^^^ 

(Lakaye, B. et al. (1998) Biochem. Biophys. Acta, vol. 1401, pp. 216-220) 
{r:feViT, t h SLC-1 ©Sa^J^^tft: h^fe^DNAlB^J (accession 
number :Z86090) ^h^\Zl.X^yb SLC-1 ji^&iijt^tlfcia^Jt bTJiJt^ 
10 tlT Vifc b h SLC-1 T 5 y ^S2^J t o T*5 D X ii^SB^j© ^ 69 
jy? 64 T 5 / K Ji^j^Jc: MJ&n h* S ATG dfmRNA b 
TV^S. JioDBBjySn-H-rsDNA^&^tr:;^-^;:^^ 
Escherichia coli DH10B/phSLClL8 ^ I FO:feJ:t;fN I BHl3:fFf£bfc. 

1-7 t: hj|&ieilBi*5l5cDNA ^fflV^ifcPCRfetC t: h SLC-lcDNA (D 

15 ifipl 

>^-> h y yymizj::r) a~->-:f-^nrc}i h SLC-1 DNA@B3^J^-^tf 
@B^J##: 1 2 43«kOJl 3(D'&fifeDNA:/^-rT— <£fflViTPCRj£JCek'2)iiilig 

s-?-n-e*nff;*a;ofco sa^^JiiBDNASkh slc-ks) ^^mommDN 
20 A&fc h SLC-1 a) ii^^Lfco -^^DNA :/^-i"7-«^^#®ajcj^iR$n 

ISgl^Sal I 0^ig-r*it»gB^J*«#JB$n, ^;fc3' fiJJcitllS^^ Spe I. 

25 SLC-1 DNASB^JiSr-^tiy^X^ K^M5 (i U -^fig DNA y^-f x'— ^ 0. 4 
M 0. 2 mM dNTPs. pfuDNA 3}?U ^ ^— if 0. 5 p. 1 *3j;OT^}c:#POA*>;/ 

i?^- (/1-^>x;i/V-tt) i&ffiVi, 94*0 • 60 #(DiPl^(D^, 94'C•60^^^^ 

57'c-6o#, nx: ' mi^(DD-^i7)u^25mm^MV. «^}c72'c-io^ 
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-SMLjfc. Sfc. fch SLC-l(L)iti|iOjRj«?^(Dffi^K«^ b h SLC-1 DNAB5 

pfuDNA '^^):^ ^-i? 0. 5 1 ^^rmmznm<D?-^v y z-t, i^siiss« 

6 v-tt) ^fflvi, 94t: • 60 i0^<Di]nf^®m> 94*0 • 60 eot: • 60#, 72t: • 

10 nX cDNA IfP^i-OigSSa^JOjll^fCi; SliiH cDNA gB^J05g^ 

1-7 -VfrySi-oft PCR 0. S %(^>fiil!!l/^7:^f 0-;;^^ 

^iHlJRbfe, PCR-Script™AmpSKC)^D— — h (Xb^^v'— >%h) 
15 (Dm-:^izU^^. mU\^fcdm^y°y7.S. ^^^7^5^— pCR-Script Amp SKO^ 
+h:/^D— — >i^bfeo C:n<£rX>'x'J fcT nU ( Escherichia coli ) DH5 
a competent cell (1 — 3-7^-) IC^AbTJ^KK^bfct*, cDNAjfA8^ 
)t&J$t?^D— >*T>tf>'U >:fei;rKX-gal ^^tf LB*?^i$Jtfi4'T?ilf^U 
afi^M-rSif P->©^^<£M0Lfe-C)*^!e^<&ffiliT^ilb, t h SLC-1 
20 (S) ®?^MieSH* 1:. coil DH5 a/hSLC-1 (S) t b h SLC-1 a) (Om%^WiW- 
coliDHS a/hSLC-ia)*#fc. ^B'JrO^a-^^T^tr'^U^Sr'&tfLB^Mj 
T-Bte^^b, QIAprepS mini prep i^7^>W) SffiViTy^:;^^ H DNA 
^ilSlbfeo ilgSiUfcDNA®— SB^fflV^TMIS^^Sal I*5j;t;fSpe ItCJ; 
-5^if^fT:^Vi, JfA^nTViSg^^|s:cDNA^Jt©:*:#$<&?8^b^o 
25 @3^J©^^©;t86<7)Si^f* DyeDeoxy Terminator Cycle Sequence Kit in— 

fc. #e.n^c:i^ a->OiB?iJJ*> t h SLC-1 iie^^MMt bTi2^J#-^ : 
iO:feJ:CJ^i 1 (D'&^DNA:/7-r-7-"e*i'ti$ti^'^^DNAE^J (iB^j# 

# : 1 4) :feJ;t;Jt: h SLC-1 ae^&^Mt UTSB?iJ#-^ : 1 2 4i5j;tJti 3 
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1-9 t h SLC-l (S) CHO ||Biia:fe«kt)f b h SLC-1 (I) CHO i^Jig 

5 ##^!] 1-8 TiH3FiJ5{>^«8^$nfc k h SLC-1 (S) t.\ih SLC-1 (L) timX^ 
tlfc-f^T.^ l^lzJz-oXmm^m-^tlfcE^ coli <Dj^P->J;D Plasmid • 
Midi Kit (^7y>^) ^fflV^Tl^^XS h*^i^^U, $!lPS#^Sal I *5i; 
I/Spe n?^8ffbT^>1f-hgP:«'^^DaibfCo h DNA HHM^ 

cc-o-tj— hDNASrsai icfej^ytspe I -v^rnvrcmmmm^^m^^ 

— HpAKKO-lllH (Hirinma. S. et al. Biochim. Biophys. Acta, Vol. 
1219, pp. 251-259 (1994)13^® pAKKOl. IIH tl^— H) 

15 5 H pAKKO-hSLC-1 (S) pAKKO-hSLC-1 (L) ^m^Vtco 

pAKKO-hSLC-1 (S):fe j;tXpAKKO-hSLC-l (PT^^gfemUfe E. coliDHS a ( h 
— 3—/}^—) Plasmid Midi Kit (^7y>m ^^V^TpAKKO- 

hSLC-1 (S) ^ pAKKO-hSLC-1 (l)(0^^7.^ H DNA SrilMbfe„ iltl^ Cel IPhect 
Transfection Kit (7-7>^^ A7t '>7A*-f^-7^^*t:) ^m^mH<OZf 

20 D h 3;nc«eoT CHO dbfT-mmizmxvrc, lo g © dna & u >mt!}Vzy 
^h.t(ommmmiiv. i^nmm\z^ x ic^fe^i x io'^ocho dhfr 

^tsimp^-^mu ai^m-r^mmvito mimm^-^mm\yx<^\ih slc- 
26 1 (s)' m^=fmx mmmx^^^m.mmMf^(o-:i P--56 o-.>:fe<i;z/, 

t h SLC-1 (L) jtfe^=^J»A CHO m^Xh^mmMm&m.(DU D --61 D- 
1-10 h h SLC-1 <S)*5J:aft h SLC-1 (L) mRNA ©^i^ftWiiSViat 
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1-9 -T^miL^tltc CHO/hSLC-l (S)^ 56 ^ n—>^J:XS CHO/hSLC- 
1(L) 61 i7P—>(DinRNA O^^S^CytostarT Plate (7^y'^Ayr)V 

bfco CH0/hSLC-l(S)!t5|t:feJ:t;CH0/hSLC-ia) ^O^^ D->* Cytostar T 

U>\Z^^xmm.^m^l^rcc §weinc0.25% TritonX-lOOSr^tnUTiH 
Jia®MiiiS14^£abtf7S:^> ^'^;H.feiB^J#-^ : 1 6© riboprobe ^JD^T 
/W:/U:5^-fX$i±fc. 20 mg/ml O RNaseA ^=S- wel l JCjP;^T)SSi<D 
riboprobe^tS'ffcib. ^k- h^J;<i5fe#Ufe^> /W :;^U i5^-f Xbfc 
.10 riboprobe Topcounter "T?a9j£Ufc. SStWfiH4<^iSVi1*A^ mRNA 

57 S^tCfflVifc. 

15 cnx h?Si4(^«iJ^ 

m^mi-l OT#e>tl>fekh SLC-l^SCH0iSsfflJiai^a->57*3ck^## 
«aj 1 - 4T#e>n;t^ y h SLC-1 CHOmi^ n-> 44 ^^fflV^X. Ji^T© 

u >mmm±m^m7i(^ (ph 7. 4) t h . *5 J:cjt7 h slc-i m m 

— do mM NaHC03 , 5 mM EDTA, pH 7.5)& 10 ml 3}?U ha^-^^^i- 

-rif-^fflViTJj^^v'^- M.;fc.4ooxg-^ 15 ^mT^'i^iyxm ^nft±m^ 
$ & loo.oooxgT 1 mmTii>b\^Mm^(Dmk!^^nfto Ji©etisti& 2mi 

C07^yir-r;^*^:/7T — [50 mM Tris-HCl (pH. 7. 5). 1 mM EDTA. 0.1% iSk(^ 
25 v'Jfil?fT;i/:/$», 10 BiM MgC12, 100 mM NaCl, 1 m M GDP (^T/v-^S' 
-— U >m) > 0. 25 mMPMSF(:7x— ;Up^5^;l/;:?.;V7l^n;i/:7;i/:t^'t' 1^) . Img/ml 
^7'7.i5'5^>> 20 rag/ml P-f^y^^X 10 mg/ml 7^7.:7:t75 H>]tC^ 

^b, loo.oooxgT 1 l^Fia3^'L^bfc. ti^mmtvTmi\sL-^tircmm^^nu 
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tfk>SKD 96 5^yu- hfc. T^y-fe-f A*';/7 7-T^f^bfc SLC-1 CHO 
mm^Wi^ 171 M 1 *5^1^b3fc^, DMSO^SKTf&39?b>t 3xlO-'«M MCH 2 1, 
5 ig'<r©SSlI#f?Lfc«<fc-&ife^^2 M K :feir;f[«S]-Guanosine5' -(r 
-thio) triphosphate(||-'fb#m>B 1±i^) 25 1 Sr^ -€-n-^*n»b?S:(iB 
iaM^iift:20 g/mK ["S]-Guanosine5' -(r-thio) triphosphate i^iiS : 
0.33nM), Jl(^SJSf^<£ 25'C-ri B^Pb^. a*^U75:*^e>;K^&$-e-fc^> ^^7.-7 
>f;P:$'-(GF-C)*fflViT®§l^jiLx> $ e)lCi5fe?tlge (50mM Tris-HCl M®fS 
10 PH7.5) 300 w 1 TSmtJfeJtbTS:. i^^X^^' ;l'^-{c:?ge#v'>5^^"-^-* 
50 ml ^JDU, ^o7fe*Jcl^i4*lge^f:v'>5^^>-'>3 >;«7C7>:5^-TiBij;tb^. 

^inUfc t#(Diai>ffiH4)/ (MCH s^jnLfct#©Sli:l*^g#-DMSO^jR*SS 













i^tt (IC«„{i: nM) 




5 
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Ar'-X— Ar— Y-N<; ) (, 



Yttfcfc«^S*WUTViT«bJ;V>'&^^«^ms?^fi£bTViT'bJ:<^R 
5. ^ 
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Ar'— X— Ar — Y— NC • (I') 

• ■ 

X\«CONR«. NR8C0 (R8«7K^ii^. J\U^>if^nX^^Xh^l^^ C ^.^ 

5 ^-fb^tiTViTt) c i.e7)V^)v:^}V'^:^)V^^'t) . oco coo * : 
Y«^^©®^issc 1 j^vi L 6 & : 

mm^m^Mhxi^xhJzv^ tctzv. x^j^^cgnr (R\t7mm^^rcitc 
15 ^jv^tciic i.s7jva^zyt:-^tL'eni^rc\t2mmvx\f^xhi:^^^ > 
■T)v:2^>^^^w\tiy>:fy^^m\tn^mmmt:^vx\f^xh^\f^4 

>xn.< ; X^dUO0T*§t#. Ar Hi@JfeS<£5tbTV^TfeJ;Vi5§f*;KS 
6. X^55U0NR8*fc^iNR8C0 (R Mi7]C^M^, AD^ ^^-fb^nXV^Tfe J; 

AD'jfMb^nxviT'bJ^vi c i_67;p^;P7.;i'5j^:i;i/§^-r) -ra&o, r^ 

25 mb7K^«Sr^t-J6\ R ^iR^t^^H^-rs^mm^^ifclClSglSSr^-bX 
. ViX'bJ:Vi'^^5^1imm&.?^fife-r556\ R2*«SI^-rsS^mT:teJ;CKYi:t 
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7 . Ar 5 mL<oit^mo 

t> <t V5 tf ^ U Sf»:^^^ 5 mWLOjt^mo 

11. X ^ 555 CONH ^ftn COO T?^ Sit*« 5 |B«tO'fb'&#lo 
15 1 2 . Ar n^l^-&^^S;5^SM/^>^^^^ 9 fj: L- 1 4 (Dm^^M^'^ 

1 4. Ar •v^-^n^m^0'm^^mm7!)i^y u 

20 ^]^5lSfi<7)<b-&4&. 

15. X^:^5C0NR^*fc«NR8C0 (R««7jC3gM^. An^XbStlTViTfe 

.kvi c l_6T;^^;^^ AD^>^b.$nTViTfcJ:Vi c i_eT;w=^rJP-:^;w3t?:^ 

25 16. YT^$n^^^®iiTiCl?^V>b6®X^— -0-, 

-co-, -so-. -S0 2-> -NR8- (R niTK^I^^^, Aa>r*>'fb$nTVi 

Tfe j;Vi c i_6T;Wk ADy>'fb$nTViT'b c i_6t;v^;i/-:^;v 

3}^-;k ADy>'fb^nTViTfeJ;l/iC i_eT;Wl'7>;i'3l^:::;U2:^-r) *5J; 

t;Apy><b$nTViTt><i:i^5 2flii©c i_9#m^^{b7ic^Sd^e»at^n-i) 1 
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5 19. ■^^^»^d^^;P*JU>, tf^Uv'X fcf^^v'>, lfDU>^>» 
1,3-5^T\/'J>'>, IH— r$:$^l/-;K 4,5->'t HD-lH-^SyV'-;K 
2. a-i^t: HP-OH— ;K l,2,3,4--T-h^t HP=^^y U >*fc«1.2,3,4 

— r h^t: HD'i' v^y u>-ea&^if^3gi sfB^t^^b^^^o 

2 0. 'm^m5mm.<Dit^i\^^^\t^<Dm^^mvxfi^mMu^^o 
10 2 1. 5 mm<Dit^m(D^n H ^ y ^. 

2 2. 4'-i^DD-N-[6-[(N. N-i?^^;i'T5y);>l^;W-2-:^75^;W[l.l'- 

4' p n-N- C6- (1 - 1! a U -2-:^ 7 [1 , 1 ' - If 7 x - 

4-;^;i/7)?^1J-5 H ; 

15 4'-:7;i/:rD-N-[2-(i-trDUi?-;i'^5";i')-6-4^y U-;p] [i.i'-fc'^xr: 

4' - D-N- [2- (1- tf ^ u -6-^ y u [1 , 1 • -k* :7 jcn 
.;W-4-;^7;i/4^4^+f-5 : 

4' DD-N-[2-[(2-^5^;i/-4, H D-IH— T 5:$^y-;i/-l-'f JW 

4* D P-N- [2- [ (2, 2, 6, 6-5^ h 5 5^;W1- 1!^ U 

Un;W [1. r-tf7xn;p]-4-;tr;U:^^l^-5 K ; 

4-(4-i7D07xr:;W-N-[2-(l-fcraU>^n;M5^;W-6-^r/ U:::;W-l-t! 

25 N- [2- (1- 1! P u >':^;wp^ -6-^ y u [i , r - h 7 x -a-:^ 
6- (4- y 7 X w -N- [2- (1 - tr P u f"; W -6-=^^ y u w - d 5^ 
4-(4-;>t h^v7x— ;^)-N-[6-(l-t^pu>?-;^^5^;^)-2-:^75^;^]-l-t! 
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6-(4-p< h^'>7a:-»-N-[6-(l-fc!a.U >?n;i/^5^;W-2-:f 75^;Wnzi5^ 
>TS. K ; 

6- x.=i}V) -N- [6- (1- 1! a U i^zi}y:A^)V) -2-iry^)V\ " n 
2 3. ^: Ar'-H (XII) 

L— X— Ar— Y— N<; (xiii) 

\ • • " 

• ••/ 

Ar'— X— Ar — Y— (I") 



15 2 4. ^^mmm-^^^m^mi^WLon. 

2 6. id 

Ar'-X-Ar-r-N<; ) („ 
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27: ^ 

Ar^~X— Ar — Y— 




20 Yhth\zmm&^mvx^>x%^^^^^mmmm^mf^i^xi^^xhj:<.R 
^tmm'r^^mm^> Y:^^x^kT tth\zm^^^^\^x\r^x'h^^^'^^ 

m%mm\z^^-r^::t^^WLt-r^. mm^wimiz^n^mmm<D=f^m^ 

25 2 8. :^y=->mm^)v=E>\zmm-r^mm(o^m'f^mM'S:mm'r^:^ib 
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20 



Ar — X— Ar— Y— N 



Ar'— X— Ar— Y— 



15 Ar «®JfeS&*bTViTt> ; 

xv^xh^\^^^^mmmm^^^vx^^<. r 2«iiSE-rs^^jii^*3j:t)^ 
Y i: thizm^&^^iyx^^x'h^^^'^^mmmm^^0.i^x^^x%j:<. r 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
'<120> Melanin Concentrating Hormone Antagonist 
<130> 2723ffOOP 
<150> IP 2000-134295 
<151> 2000-04-28 
<150> JP 2000-384897 
<151> 2000-12-13 
<160> 16 
<210> 1 
<211> 32 
<212> DNA' 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
<2i2> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

actagttcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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<400> 3 

Met Asp Leu Gin Thr Ser Leu Leu Ser Thr Gly.Pro Asn Ala Ser Asn 

i . 5 10 15 

He Ser Asp Gly Gin Asp Asn Leu Thr Leu Pro Gly Ser Pro Pro Arg 

20 25 30 

Thr Gly Ser Val Ser Tyr lie Asn He He Met. Pro Ser Val Phe Gly 

35 . 40 45 

Thr He Cys Leu Leu Gly He Val Gly Asn Ser Thr Val He Phe Ala 

50 55 60 

Val Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Val Pro Asp He 
65 70 75 80 

Phe He He Asn Leu Ser Val Val Asp Leu Leu Phe Leu Leu Gly Met 

85 90 95 

Pro Phe Met He His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

100 105 110 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser GJn Phe 

115 120 125 

Thr Ser Thr Tyr He Leu Thr Ala Met Thr He Asp Arg Tyr Leu Ala 

130 135 140 

Thr Val His Pro He Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 15a 155 160 

Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser Phe He Ser He Thr 

165 170 175 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 
210 215 220 



wo 01/82925 PCT/JPOl/03614 

3/11 ■ 

Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 . 255 

Thr Ala lie Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 

275 280 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 • 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 310 315 , 320 

Arg Leu Val Leu Ser Val Lys Pro Aia Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 
340 345 350 

Thr 

<210> 4 
<211> 1074 
<212> DNA 
<213> Rat 
<400> 4 

gtcgacatgg atctgcaaac ctcgttgctg tccactggcc ccaatgccag caacatctcc 60 
gatggccagg ataatctcac attgccgggg tcacctcctc gcacagggag tgtctcctac 120. 
atcaacatca ttatgccttc cgtgtttggt accatctgtc tcctgggcat cgtgggaaac 180 
tccacggtca tctttgctgt ggtgaagaag tccaagctac actggtgcag caacgtcccc 240 
gacatcttca tcatcaacct ctctgtggtg gatctgctct tcctgctggg catgcctttc 300 
atgatccacc agctcatggg gaacggcgtc tggcactttg gggaaaccat gtgcaccctc 360 
atcacagcca tggacgccaa cagtcagttc actagcacct acatcctgac tgccatgacc 420 
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attgaccgct acttggccac cgtccacccc atctcctcca ccaagttccg gaagccctcc 480 
atggccaccc tggtgatctg cctcctgtgg gcgctctcct tcatcagtat, cacccctgtg 540 
tggctctacg ccaggctcat tcccttccca gggggtgctg tgggctgtgg catccgcctg 600 
ccaaacccgg acactgacct ctactggttc actctgtacc agtttttcct ggcctttgcc 660 
cttccgtttg tggtcattac cgccgcatac gtgaaaatac tacagcgcat gacgtcttcg 720 
gtggccccag cctcccaacg cagcatccgg cttcggacaa agagggtgac ccgcacggcc 780 
attgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct gcagctgacc 840 
cagctgtcca tcagccgccc gaccctcacg tttgtctact (gtacaacgc ggccatcagc .900 
ttgggctatg ctaacagctg cctgaacccc tttgtgtaca tagtgctctg tgagaccttt 960 
cgaaaacgct tggtgttgtc agtgaagcct gcagcccagg ggcagctccg cacggtcagc 1020 
aacgctcaga cagctgatga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 5 
<211> 262 
<212> RNA 
<213> Rat 
<400> 5 

gcgaauuggg uaccgggccc ccccucgagg ucgacgguau cgauaagcuu gauaucgaau 60 
uccugcagcc cgggggaucc gcccacuagu ucaggugccu uugcuuucug uccucuccuc 120 
aucagcuguc ugagcguugc ugaccgugcg gagcugcccc ugggcugcag gcuucacuga 180 
caacaccaag cguuuucgaa aggucucaca gagcacuaug uacacaaagg gguucaggca 240 
gcuguuagca uagcccaagc ug 
<210> 6 
<211> 18 
<212> DNA 

<2I3> Artificial Sequence 

<220> 
<223> 
<400> 6 

caacagctgc ctcaaccc 18 
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<210> 7 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 7 

cctggtgatc tgcctcct 18 

<210> 8 

<211> 1275 

<212> DNA 

<213> Human 

<400> 8 

taggtgatgt cagtgggagc catgaagaag 
ggcagcggct gccaggctac ggaggaagac 
ggacaaggtg gcaggcgctg gaggctgccg 
cggttgtggg agcaggcgac cggcactggc 
actggtccca acgccagcaa cacctctgat 
cctcctcgca cggggagcat ctcctacatc 
atctgcctcc tgggcatcat cgggaactcc 
aagctgcact ggtgcaacaa cgtccccgac 
ctcctctttc tcctgggcat gcccttcatg 
cactttgggg agaccatgtg caccctcatc 
agcacctaca tcctgaccgc catggccatt 
tcttccacga agttccggaa gccctctgtg 
ctctccttca tcagcatcac ccctgtgtgg 
ggtgcagtgg gctgcggcat acgcctgccc 
ctgtaccagt ttttcctggc ctttgccctg 
aggatcctgc agcgcatgac gtcctcagtg 
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ggagtgggga 


gggcagttgg 


gcttggaggc 


60 


cccct tccca 


actgcggggc 


ttgcgctccg 


120 


cagcctgcgt 


gggtggaggg 


gage t cage t 


180 


tggatggacc 


tggaagcctc 


gctgctgccc 


240 


ggccccgata 


acctcacttc 


ggcaggatca 


300 


aacatcatca 


tgccttcggt 


gt tcggcacc 


360 


acggtcatct 


tcgcggtcgt 


gaagaagtcc 


420 


atcttcatca 


tcaacctctc 


•ggtagtagat 


480 


atccaccagc 


tcatgggcaa 


tggggtgtgg 


540 


acggccatgg 


atgccaatag 


tcagttcacc 


600 


gaccgctacc 


tggccactgt 


ccaccccatc 


660 


gccaccctgg 


tgatctgcct 


cctgtgggcc 


720 


ctgtatgcca 


gactcatccc 


ct tcccagga 


780 


aacccagaca 


ctgacctcta 


ctggt tcacc 


840 


cctt ttgtgg 


tcatcacagc 


cgcatacgtg 


900 


gcccccgcct 


cccagcgcag 


catccggctg 


960 
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cggacaaaga gggtgacccg cacagccatc gccatctgtc tggtcttctt .tgtgtgctgg 1020 
gcaccctact a-tgtgctaca gctgacccag ttgtccatca gccgcccgac cctcaccttt 1080 
gtctacttat acaatgcggc catcagcttg ggctatgcca acagctgcct caaccccttt 1140 . 
gtgtacatcg tgctctgtga gacgttccgc aaacgcttgg tcctgtcggt gaagcctgca 1200 
gcccaggggc agcttcgcgc tgtcagcaac gctcagacgg ctgacgagga gaggacagaa 1260 
agcaaaggca cctga 
<210> 9 . 
<211> 422 
<212> PRT 
<213> Human 
<400> 9 

MeT Ser Val Gly Ala MeT Lys Lys Gly Val Gly Arg Ala Val Gly Leu 
15 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

.50 55 60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 • 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr He Asn He He MeT 

100 105 110 

Pro Ser Val Phe Gly Thr lie Cys Leu Leu Gly He lie Gly Asn Ser 

115 120 125 

Thr Val lie Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 
130 135 140 
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Asn Val Pro Asp He Phe He He Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT He His Gin Leu MeT Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr He Leu Thr Ala MeT Ala He 

195 200 205 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe" Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val He Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 
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370 375 380 

Glu Thr Phe Arg Lys Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

40.5 410 415 

Thr Glu Ser Lys Gly Thr 
420 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

gtcgacatgg acctggaagc ctcgctgctg c 31 
<210> 11 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400>' 11 

actagttcag gtgcctttgc tttctgtcct c 31 
<210> 12 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 
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<400> 12 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 
<210> 13 . , 

<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 13 

aactagttca ggtgcctttg ctttctgtcc tot 33 
<210> 14 
<211> 1074 

<212> DNA . 
<213> Human 
<400> 14 . 

gtcgacatgg acctggaagc ctcgctgctg cccactggtc ccaacgccag caacacctct 60 
gatggccccg ataacctcac ttcggcagga tcacctcctc gcacggggag catctcctac 120 
atcaacatca tcatgccttc ggtgttcggc accatctgcc tcctgggcat catcgggaac 180 
tccacggtca tcttcgcggt cgtgaagaag tccaagctgc actggtgcaa caacgtcccc 240 
gacatcttca tcatcaacct ctcggtagta gatctcctct ttctcctggg catgcccttc 300 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat gtgcaccctc 360 
atcacggcca tggatgccaa tagtcagttc accagcacct acatcctgac cgccatggcc 420 
attgaccgct acctggccac tgtccacccc atctcttcca cgaagttccg gaagccctct 480 
gtggccaccc tggtgatctg cctcctgtgg gccctctcct tcatcagcat cacccctgtg 540 
tggctgtatg ccagactcat ccccttccca ggaggtgcag tgggctgcgg catacgcctg 600 
cccaacccag acactgacct ctactggttc accctgtacc agtttttcct ggcctttgcc 660 
ctgccttttg tggtcatcac agccgcatac gtgaggatcc tgcagcgcat gacgtcctca 720 
gtggcccccg cctcccagcg cagcatccgg ctgcggacaa agagggtgac ccgcacagcc 780 
atcgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct acagctgacc 840 
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cagttgtcca tcagccgccc gaccctcacc 
ttgggctatg ccaacagctg cctcaacccc 
cgcaaacgct tggtcctgtc ggtgaagcct 
aacgctcaga cggctgacga ggagaggaca 
<210> 15 
<211> 1283 
<212> DNA 
<213> Human 
<400> 15 

agtcgacatg tcagtgggag ccatgaagaa 
cggcagcggc tgccaggcta cggaggaaga 
gggacaaggt ggcaggcgct ggaggctgcc 
tcggttgtgg gagcaggcga ccggcactgg 
cactggtccc aacgccagca acacctctga 
acctcctcgc acggggagca tctcctacat 
catctgcctc ctgggcatca tcgggaactc 
caagctgcac tggtgcaaca acgtccccga 
tctcctcttt ctcctgggca tgcccttcat 
gcactttggg gagaccatgt ' gcaccctcat 
cagcacctac atcctgaccg ccatggccat 
ctcttccacg aagttccgga agccctctgt 
cctctccttc atcagcatca cccctgtgtg 
aggtgcagtg ggctgcggca tacgcctgcc 
cctgtaccag tttttcctgg cctttgccct 
gaggatcctg cagcgcatga cgtcctcagt 
gcggacaaag agggtgaccc gcacagccat 
ggcaccctac tatgtgctac agctgaccca 
tgtctactta tacaatgcgg ccatcagctt 
tgtgtacatc gtgctctgtg agacgttccg 
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tt.tgtctact tatacaatgc ggccatcagc 900 
tttgtgtaca tcgtgctctg tgagacgttc 960 
gcagcccagg ggcagcttcg cgctgtcagc 1020 
gaaagcaaag gcacctgaac tagt 1074 



gggag t gggg agggc ag 1 1 g ggc 1 1 ggagg 6 0 
cccccttccc aactgcgggg cttgcgctcc 120 
gcagcctgcg tgggt ggagg ggagctcagc 180 
ctggatggac ctggaagcct cgctgctgcc 240 
tggccccgat aacctcactt cggcaggatc 300 
caacatcatc atgccttcgg tgttcggcac 360 
cacggtcatc ttcgcggtcg tgaagaagtc 420 
catcttcatc atcaacctct cggtagtaga 480 
gatccaccag ctcatgggca atggggtgtg 540 
cacggccatg gatgccaata gtcagttcac 600 
tgaccgctac ctggccactg tccaccccat 660 
ggccaccctg gtgatctgcc tcctgtgggc 720 
gctgtatgcc agactcatcc ccttcccagg 780 
caacccagac actgacctct actggttcac 840 
gccttttgtg gtcatcacag ccgcatacgt 900 
ggcccccgcc tcccagcgca gcatccggct 960 
cgccatctgt ctggtcttct ttgtgtgctg 1020 
gttgtccatc agccgcccga ccctcacctt 1080 
gggctatgcc aacagctgcc tcaacccctt 1140 
caaacgcttg gtcctgtcgg tgaagcctgc 1200 



wo 01/82925 PCT/JPOl/03614 

11/11 

agcccagggg cagcttcgcg ctgtcagcaa cgctcagacg gctgacgagg agaggacaga 1260 

aagcaaaggc acctgaacta gtt 1283 

<210> 16 

<211> 420 

<212> RNA 

<213> Human 

<400> 16 

caaaagcugg agcuccaccg cgguggcggc cgcucuagcc cacuaguuca ggugccuuug 60 
cuuucugucc ucuccucguc agccgucuga gcguugcuga cagcgcgaag cugccccugg 120 
gcugcaggcu ucaccgacag gaccaagcgu uugcggaacg ucucacagag cacgauguac 180 
acaaaggggu ugaggcagcu guuggcauag cccaagcuga uggccgcauu guauaaguag 240 
acaaagguga gggucgggcg gcugauggac aacuggguca gcuguagcac auaguagggu 300 
gcccagcaca caaagaagac cagacagaug gcgauggcug ugcgggucac ccucuuuguc 360 
cgcagccgga ugcugcgcug ggaggcgggg gccacugagg acgucaugcg cugcaggauc 420 
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Eind 29 and a group of inventions of claims 5 to 23 are not considered as 
relating to a group of inventions so linked as to form a single general 
inventive concept. 
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